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1007. The Clinical Significance of Lactic Dehydrogenase 
Activity of Serous Effusions 
WrROBLEWSKI and R. WROBLEWSKI. Annals of Internal 


_fedicine [Ann. intern. Med.| 48, 813-822, April, 1958. 
6 refs. 


Citing unpublished observations that neoplastic cells 
ii tissue culture contribute increasing amounts of lactic 
cehydrogenase (L.D.) activity to their fluid medium, the 
authors of this paper from the Memorial Center for Can- 
cer and Allied Diseases, New York, claim that the high 
L.D. levels which they observed in certain malignant 
eTusions were derived directly from the malignant cells. 
In 21 cases of pleural effusion in which malignant 
cells were identified the L.D. activity was higher in the 
eifusion than in the serum. No malignant cells were 
identified in effusions from 8 patients with neoplasms in 
whom the L.D. activity of the serum was higher than that 
of the fluid. Serum L.D. activity was also higher than 
the fluid L.D. activity in a miscellaneous group of 18 
patients with effusions of renal, hepatic, and cardiac 
origin and also in 3 patients with pulmonary tuberculosis. 
On the other hand in 3 patients with neoplasms and one 
with pulmonary tuberculosis no malignant cells were 
present in the fluid, yet the L.D. activity of the effusion 
was higher than that of the serum. It is suggested that 
enzyme tests may prove valuable in the diagnosis of 
effusions of malignant origin. [The evidence for this is 
not convincing. No distinction is made between exu- 
dates and transudates and the possible non-specific effect 
of higher protein levels. Only 4 specimens of tubercu- 
lous effusions were examined, and one of these showed 
the characteristics which the authors tentatively ascribe 
to neoplasia. ] M. Sandler 


1008. Content and Composition of the Mucoprotein 
Fraction of Human Serum (Seromucoid) in Disease, with 
Special Reference to Hematologic Disorders 

E. Moscuipes, M. STEFANINI, S. I. MAGALINI, and S. A. 
KisTNER. Journal of Clinical Investigation [J. clin. 
Invest.] 37, 127-137, Jan., 1958. 1 fig., 38 refs. 


The authors report the results of a study of the changes 
in the mucoprotein fraction of serum in patients with 
several haematological diseases. The values for total 
protein, total protein-bound hexose, total hexosamine, 
total mucoprotein, mucoprotein-bound hexose, and 
hexosamine were determined in a series of 111 patients 
suffering from a variety of diseases, including iron-defici- 
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ency anaemia, pernicious anaemia, polycythaemia vera, 
myeloid metaplasia, congenital spherocytosis, acute and 
chronic leukaemia, Hodgkin’s disease, lymphoblastoma, 
lymphosarcoma, reticulum-cell sarcoma, mycosis fun- 
goides, multiple myeloma, haemolytic anaemia, thrombo- 
cytopenic purpura, lupus erythematosis disseminatus, and 
neoplastic disease. These were compared with the 
values obtained in 8 healthy individuals. 

It was found that the values for the mucoprotein 
fraction and for total hexosamine were quantitatively 
increased in neoplastic disease. Significant variations 
in the values for protein-bound and mucoprotein-bound 
hexose were observed in many instances. The findings 
appear to support the hypothesis that the mucoprotein 
content of the serum may be abnormal in disease. 

L. A. Elson 
1009. Tubeless Gastric Analysis 


M. A. DeNBoROUGH, F. P. Retier, and L. J. Wirtts. 
British Medical Journal [Brit. med. J.) 1, 1213-1215, May 
24, 1958. 17 refs. 


Tubeless gastric analysis, a technique introduced by 
Segal er al. in 1950, depends on the use of cation exchange 
resins which are dissociated in the presence of free hydro- 
gen ions in the stomach, so that the cation is absorbed 
and excreted in the urine. Two compounds, quininium 
and the dye azure A, have been used as the cation, and a 
500-mg. capsule of caffeine sodium benzoate taken an 
hour before the resin as a gastric stimulant. The total 
urine excreted in the 2 hours after ingestion of the resin 
is analysed for its cation content. This time limit is 
imposed so as to avoid errors due to later displacement 
of the test cation in the intestine by cations such as 
magnesium, sodium, or potassium. The test is not a 
quantitative one and is thus not useful in studying hyper- 
chlorhydria, its value lying in the diagnosis of achlorhy- 
dria and the diseases associated with it, such as pernicious 
anaemia and gastric carcinoma. 

After briefly reviewing some previous results obtained 
by tubeless gastric analysis the authors report their own 
results in 124 patients examined by this method as a 
screening test for achlorhydria at the Radcliffe Infirmary, 
Oxford. Of these patients, 73 were subjected to both the 
quininium resin test and a single-dose histamine test meal, 
the results of these two tests agreeing in 68 cases and 
differing in 2, while in the remaining 3 cases equivocal 
“low free acid” results were obtained with the resin. 
In the 51 other patients in the series, who were examined 
by both the azure-A test and an augmented histamine 
test meal, 3 false negative results (free hydrochloric acid 
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being missed) and 2 false positive results (achlorhydria 
being missed) were obtained with the azure-A method, 
while of 14 patients giving equivocal results with this 
method, 8 were later found to have achlorhydria. 

The authors discuss the causes of false results, pointing 
out that false negative results are not important in 
screening for achlorhydria, whereas false positives in- 
validate the test. They conclude that “ the quininium 
test is a valuable method of screening patients for achlor-: 
hydria but the azure A method, although simpler to per- 
form, cannot be recommended ”’. 

I. Berkinshaw-Smith 


HAEMATOLOGY 


1010. A Modification of the Thromboplastin Generation 
Test 

R. L. MACMILLAN and H. Ritter. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 235, 437-442, 
April, 1958. 1 fig., 5 refs. 


In the thromboplastin generation test of Biggs and 
Douglas, which has proved a valuable means of studying 
defective thromboplastin formation, serum is used as the 
source of Christmas (P.T.C.) factor. It has been sug- 
gested, however, by Bersagel and Hougie (Brit. J. 
Haematol., 1956, 2, 113) that the P.T.C. factor may take 
part in a preliminary action to form an active inter- 
mediate product. Hence the test may fail to detect 
abnormalities in the earlier stages of thromboplastin 
formation. In the present study, reported from the 
University of Toronto, the test was modified by the sub- 
stitution of plasma diluted 1 in 20 with physiological 
saline for the serum. The authors state that this method 
can be used as a quantitative measure of P.T.C. activity 
in normal plasma and in plasma from cases of Christmas 
disease. They demonstrated that dicoumarol plasma 
and Christmas plasma with a similar decrease in activity 
of thromboplastin formation showed differences when 
mixed with normal plasma and with plasma showing 
increased activity. The mixtures which contained 
Christmas plasma caused this substrate to clot in a 
shorter time than those containing dicoumarol. This 
test, therefore, will differentiate between Christmas 
disease and the results of treatment with dicoumarol. 
It may also prove valuable in revealing an increased 
tendency to thrombosis, as well as measuring the efficacy 
of anticoagulants. A. W. H. Foxell 


1011. Cutaneous Haematopoiesis during Intra-uterine 
Life. (L’hémopoiése cutanée au cours de la vie intra- 
utérine) 

L. Poporr and N. Poporr. * Annales de dermatologie et 
de syphiligraphie [Ann. Derm. Syph. (Paris)| 85, 157-167, 
March-April, 1958. 13 figs., 14 refs. 


A study of 86 embryos at the University Dermato- 
logical Clinic, Sofia, Bulgaria, has shown that haemato- 
poiesis occurs in the skin, and starts when the embryo is 
some 8 cm. in length. At first only erythroblast forma- 
tion occurs, but after the Sth month other blood cells 
are formed. It was found that cells of the erythrocyte 
series disappear from the skin during the last 2 months 
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of intra-uterine life, when the foetus is 44 to 50 cm. long. 
The transformation of mesenchymal cells into blood cells 
can be followed easily in stained sections. During the 
last 2 months masses of lymphoblasts and lymphocytes 
may be found, these masses of cells being especially 
compact in the groins. Areas of blood-cell formation 
occur in the hypoderm at the same time as in the dermis, 
and are always found around capillaries, the structure 
of the fat tissue remaining unaffected. 
E. Lipman Cohen 


1012. Leukocyte Disc Method for L.E. Cell Test in 


Serum and Serum Fractions 
G. H. FAutet and M. Zirr. Arthritis and Rheumatism 
[Arthrit. amd Rheum.] 1, 70-76, Feb., 1958. 12 refs. 


A simplified method of testing serum and serum frac- 
tions for L.E.-cell activity is described in this paper from 
New York University College of Medicine. Disks of 
living polymorphonuclear leucocytes were obtained by 
allowing drops of blood to remain in contact with glass 
slides for 20 minutes in a moist warm chamber. Im- 
mediate exposure of these leucocytes to serum from 30 
patients with systemic lupus erythematosus was followed 
by the formation of L.E. cells in 29 out of the 30 cases. 
Positive results in this test were also obtained with sera 
from 8 out of 76 patients with rheumatoid arthritis; 
the results with sera from 81 control cases, however, 
were negative. The method has been used for testing 
serum protein fractions for the presence of L.E. factor. 
It is particularly suitable for studying stages in L.E. trans- 
formation because it can be carried out rapidly and little 
manipulation is required. E. G. Rees 


MORBID ANATOMY. AND CYTOLOGY 


1013. Some Observations on the Congenital Deformity 
of the Central Nervous System Known as the Arnold- 
Chiari Malformation 

P. M. Dantet and S. J. Stricu. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol.) 17, 255-266, April, 1958. 14 figs., 20 refs. 


In this paper from the Radcliffe Infirmary, Oxford, the 
authors describe the findings in 26 cases of the fully 
developed Arnold—Chiari malformation, especially some 
additional features which, they consider, have hitherto 
been overlooked. The main features of the malfor- 
mation are a displacement of a tongue of cerebellar 
tissue derived from the vermis, together with the medulla, 
downwards through the foramen magnum into the spinal 
canal. In all 26 cases there was an associated myelo- 
meningocele. Other features were a curious “ beaked” 
appearance of the tectal plate, similar to that seen in an 
embryo of approximately 50 mm. crown-rump length, 
and the presence of choroid plexus on the dorsal surface 
and around the sides of the cerebellar tail. It is suggested 
that these malformations originate very early in em- 
bryonic life, and that failure of the formation of the 
pontine flexure may account for the elongation of 
the brain stem. In the Arnold—Chiari malformation the 
structure of the posterior cranial fossa frequently shows 
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associated abnormality. The fossa is usually small and 
the tentorium attached close to the foramen magnum. 
‘t is pointed out that owing to the downward displace- 
ment of the medulla, cisternal puncture in infants with 
nyelomeningocele is potentially very dangerous. 

R. G. Rushworth 


‘014. The Natural History of Atherosclerosis. The 
“arly Aortic Lesions as Seen in New Orleans in the Middle 
of the 20th Century 

L. Hotman, H. C. J. P. Strona, and J. C. 
‘JEER. American Journal of Pathology [Amer. J. Path.] 
24, 209-235, March-April, 1958. 26 figs., 7 refs. 


This paper from Louisiana State University School of 
‘Aedicine and Charity Hospital of Louisiana, New 
Orleans, presents a study of the incidence of lesions in the 
| uman-aorta which are believed to lead to atherosclero- 
ss. The study was suggested by some earlier work by 
tne authors in which 300 aortas from consecutive necrop- 
s es had been studied and simple fatty streaks had been 
c'scovered at as early an age as 9 months, every subject 
cver the age of 7 years showing some streaks. The 
| resent report concerns a study of 461 complete and 65 
i.complete aortas from patients aged between one and 
4.) years who had come to necropsy during 1952-7. The 
v:ssels were stained with Sudan IV and examined. 

In all patients aged more than 3 years intimal fatty 
s reaks were found. The average percentage of surface 
ii:volved was found to rise gradually up to 10 years of 
aze; thereafter there was a sharper increase in negroes 
tian in whites, while the latter showed a more rapid 
increase between the ages of 13 and 18. Later there 
was no significant difference between the two races. 
After age 33 there seemed to be some decrease in fatty 
sireaks. Fibrous plaques were first observed in the 2nd 
decade of life, with a steady increase in the 3rd decade. 
By about 40 years there was an apparent 20°% conversion 
o’ fatty streaks to fibrous plaques. Complications, such 
as thrombosis, haemorrhage, and calcification, were 
rarely seen. Fatty streaks were first seen in the aortic 
ring, while the abdominal aorta was the portion most 
severely affected by both streaks and fibrous plaques. 
The appearance of fibrous plaques in the older age groups 
was in the same proportionate degree in different parts 
o! the aorta as fatty streaks in the younger groups. 

The authors consider that their data support the con- 
cept of the stepwise development of atherosclerotic 
lesions. G. Loewi 


1015. Heart Lesions in Rheumatoid Disease 
B. CRUICKSHANK. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 76, 223-240, 1958. 12 figs., bibliography. 


In a small initial series of patients with rheumatoid 
arthritis (Quart. J. Med., 1956, 25, 313; Abstr. Wld Med., 
1957, 21, 125) a higher incidence of cardiac lesions was 
found than had previously been reported, and it was 
therefore decided to investigate a larger series. The 
hearts from 100 necropsies on patients with rheuma- 
toid conditions were studied. Of these, 33 were males 
and 67 females aged between 24 and 85 years; the dura- 
tion of illness was 3 months to 33 years. No known cases 


of ankylosing spondylitis were included. Six blocks 
were cut from standard sites in the heart in 65 cases, and 
a smaller number of blocks in another 30; in 5 no micro- 
scopical study was possible. The lesions were compared 
with those in 267 cases of rheumatic heart disease without 
arthritis. 

In 5 cases rheumatoid granulomata were found, with 
the characteristic fibrinoid necrosis and palisade usually 
seen in the rheumatoid subcutaneous nodule. These 
were situated at the mitral ring and valve, in some 
chordae, and also at the aortic and tricuspid rings. 
There were other visceral manifestations in all 5 cases, 
and the arthritis was active in 2 of them. Active 
rheumatic carditis with Aschoff nodules was seen in one 
case, while a few others showed old valvular lesions of 
the rheumatic type. There was evidence of active or 
healed endocarditis without definite rheumatic or rheu- 
matoid features in 9 hearts. The appearances were 
those of chronic inflammation with fibrosis and calcifica- 
tion around the valves. Active myocarditis, evidenced 
by small focal interstitial collections of chronic inflam- 


~ matory cells, frequently near the mitral ring, was present 


in 11 cases. In 20 cases there was active or healed 
arteritis, and 15 examples of old and one of active peri- 
carditis were seen. One heart showed amyloidosis. 

The over-all incidence of 33 cases with cardiac lesions 
out of a total of 100 rheumatoid-cases is similar to that 
found in other surveys, but the author has attributed a 
greater number of the lesions to the rheumatoid process 
itself. The heart lesions appeared to occur in the more 
severe cases of rheumatoid arthritis. 

[The inclusion of laboratory data, especially results of 
the differential agglutination test, would have been 
helpful, but there is much valuable information which 
should be studied in full.] G. Loewi 


1016. A Reconsideration of the Pathogenesis of Buerger’s 
Disease 

I. Gore and S. Burrows. American Journal of Clinical 
Pathology [Amer. J. clin. Path.| 29, 319-330, April, 1958. 
9 figs., 42 refs. : 


In this communication from Harvard Medical School 
the authors discuss the pathogenesis of thromboangiitis 
obliterans (Buerger’s disease) on the basis of appear- 
ances post-mortem in 3 cases and in amputation speci- 
mens in 7 others. The basic pathological changes were 
occlusive thrombi in the small and medium-sized arteries 
and occasional thromboses of the accompanying veins, 
which were frequently enveloped in the reactive peri- 
arterial fibrosis. Clinically, the process started -distally 
in the vessels of the lower extremities and progressed 
proximally; pathologically, this proximal direction of 
spread was evidenced by the greater degree of organiza- 
tion observed in the thrombosed channels distally. In 
one case a similar sequence with retrograde, although 
segmental, thrombosis involved the mesenteric arteries. 


-Inflammatory changes were observed only in association 


with organized and not with fresh thrombi. No evidence 
of primary arterial inflammation was observed. It is 
agreed that these findings differ from the generally 
accepted concept of thromboangiitis obliterans, but the 
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clinical picture of progressive vascular insufficiency in- 
volving the extremities in young adult men leaves no 
doubt in the authors’ minds as to the identity of these 
cases with those described by Buerger. 

They consider that the so-called pathognomonic 
appearance of thromboangiitis obliterans “is precisely 
that of an organized and recanalized thrombus in a 
muscular artery, without intimal or other disease ”’. 
The process includes fibrosis of the adventitia, vascular- 
ization of the media, and a slight inflammatory exudate 
which is most probably a reaction to the occlusive lesion. 
Adventitial fibrosis may envelop the venae comitantes 
and nerves, ** but such involvement is purely positional 
and has no diagnostic value”. They add that a tendency 
to spontaneous coagulation may well contribute to the 
frequent clinical occurrence of superficial thrombophle- 
bitis and also, perhaps, to the advanced atherosclerosis 
in these patients. Local augmentation of the ordinary 
response to vasospastic stimuli such as heat, posture, 
and nicotine is suggested as an explanation of the 
characteristic location of the disease in the extremities. 


H. Caplan 
1017. The Morphology of Clubbing 
F. C. BIGLER. American Journal of Pathology [Amer. J. 
Path.| 34, 237-261, March-April, 1958. 14 figs., biblio- 
graphy. 


Among 350 necropsies at the University of Munich 
the author discovered 10 instances of finger-clubbing as 
judged by clinical standards. He studied the histology 
of these as well as of 29 control cases. In clubbing the 
nail-bed was found to be thickened, and in the proximal 
part the connective tissue was less densely organized than 
in the controls. The fibroblasts appeared to be younger. 
There were more lymphocytes, and sometimes these were 
arranged in perivascular collections. In some of the 
clubbed specimens eosinophil granulocytes were fairly 
prominent. In the more severe cases the periosteum was 
thickened, while in one instance the corium of the palmar 
aspect was enlarged. Arteries appeared to be enlarged, 
with alteration of glomeral structure in 2 cases. 

G. Loewi 


1018. Kimmelstiel—Wilson Glomerulonephropathy. Its 
Occurrence in Diseases Other than Diabetes Mellitus 

S. S. RAPHAEL and M. J. G. Lyncu. A.M.A. Archives 
of Pathology [A.M.A. Arch. Path.] 65, 420-431, April, 
1958. 12 figs., 23 refs. 


In an attempt to determine to what extent Kimmel- 
stiel—Wilson glomerulonephropathy is specific to diabetes 
mellitus routine haematoxylin-and-eosin-stained sections 
of kidneys from 767 consecutive necropsies were exa- 
mined at the General Hospital, Sudbury, Ontario, 
Canada; also examined were frozen sections of various 
tissues, including lung, kidney, and brain, stained by 
oil red O and Mayer’s haemalum and, where indicated, 
by the benzidine and Nadi staining techniques. Kim- 
melstiel-Wilson lesions were found in the kidneys in 
12 out of 20 cases of necrotizing pancreatitis, in 6 of 33 
cases of fatty liver due to alcoholism, and in 4 of 23 
cases of alcoholic cirrhosis. Generally the lesions were 
not abundant, but were more numerous in the cases of 
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pancreatitis; they are regarded as arising from the 
embolization of fat and lysed erythrocytes (‘* haemo- 
ceroid”’) derived from necrotic pancreatic tissue and 
from Hartroft fat cysts in the liver. 

A. Wynn Williams 


1019. Giant Cell Granulomata in Regional Lymph Nodes 
of Carcinoma 

G. A. GRESHAM and A. G. ACKERLEY. Journal of Clinical 
Pathology [J. clin. Path.] 11, 244-250, May, 1958. 9 figs., 
16 refs. 


From the Department of Pathology, University of 
Cambridge, are reported the histological findings in 10 
cases in which giant-cell granulomata resembling sarcoid 
tissue were present in association with carcinomata, and 
another case in which a similar giant-cell reaction was 
found incidentally in an omental lymph node. The 
granulomatous reaction was most frequently encountered 
in the regional lymph nodes. draining the carcinoma. 
The authors [quite rightly] emphasize that this histo- 
logical finding is distinct from sarcoidosis, which “ is a 
disease entity, not a histological one’’. [They do not, 
however, add that the best way of differentiating local 
sarcoid tissue reactions from sarcoidosis is by means of 
the Kveim test.] D. Geraint James 


1020. Alterations in the Dorsal Root Ganglia and 
Adjacent Nerves in the Leukemias, the Lymphomas and 
Multiple Myeloma 

R. C. DICKENMAN and J. L. CHASON. American Journal 


of Pathology {|Amer. J. Path.] 34, 349-361, March-April, 


1958. 9 figs., 41 refs. 


The authors report, from Wayne State University 
College of Medicine, Detroit, the results of the post- 
mortem examination of the dorsal root ganglia and 
attached peripheral nerves of the right mid-lumbar 
region in 92 patients dying of leukaemia, lymphoma, or 
multiple myeloma during a 44-year period; in most 
instances the specimen also included the central nerve 
root and the surrounding dura and supporting tissues. 
Similar material from patients dying of other diseases 
was studied as a control. 

Cellular infiltrations in and around peripheral nerves, 
central nerve roots, and spinal ganglia were present in 
66 of the 92 cases surveyed. These were of a non- 
specific nature and were presumably inflammatory in 
39, simulated the underlying neoplastic lesion in 11, and 
were frankly identifiable as neoplastic in 16. In all the 
patients with multiple myeloma and in all but 2 with 
Hodgkin’s disease the process was non-specific. In 8 
cases lesions of a non-specific character were associ- 
ated with active peripheral neuritis. In the remaining 
31 cases the alterations formed part of a less severe in- 
flammatory process involving the nerves and ganglia. 
The authors emphasize that since rarely more than a 
few sections of one ganglion and nerve were examined, 
and this without regard to clinical findings, their observa- 
tions did not indicate the extent of neural involvement. 
The degenerative changes noted were not significantly 
greater than those seen in patients dying of other causes. 
Although unable to draw any definite conclusions as to 
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the reasons for the appearance of the non-specific in- 
flammatory infiltrations, the authors suggest a number 
of factors which may be concerned. 

R. Wyburn-Mason 


1021. Histopathology of the Central and Peripheral Ner- 
vous Systems in the Toxic Form of Botkin’s Disease 
‘Infective Hepatitis] and in Atrophic Cirrhosis of the 
Liver. (Ilaromopdonorua u nepudepu- 
“@€CKOH HEPBHOH CHCTeEMbI MpH TOKCHYeCKOH dopme 
‘BOTKHHAa WAppose meyeHn) 
N. E. Jaryocin. Apxue ITamoaozuu [Arh. Patol.) 20, 
21-29, No. 3, 1958. 7 figs., 4 refs. . 


The author presents, from the Medical Institute, 
Yaroslav, an account of a detailed histological examina- 
tion of the nervous system in 6 fatal cases of infective 
jepatitis (Botkin’s disease) and 6 cases of atrophic cirrho- 
sis of the liver. Severe ‘‘ dystrophic” degenerative 
changes were observed in both diseases, but were more 
pronounced in the toxic form of infective hepatitis than 
in Cirrhosis. The central nervous system suffered more 
tnan the peripheral. The most severely affected centres 
\vere the basal nuclei of the brain and the hypothalamic 
r2gion, followed by the cranial nerve nuclei in the medulla 
cblongata and the spinal ganglia. The histological 
cianges in the nerve cells consisted in swelling, hyper- 
caromatism, chromatolysis, shrinkage, karyocytoly- 
ss”, and eventually complete necrosis. The stroma of 
tie brain and ganglia showed oedema and congestion. 
Subsequently gliosis developed, this being more marked 
in the cases of atrophic. cirrhosis. In the nerve fibres 


irregular thickening and fibrillation of the axis cylinders 
were observed with subsequent fragmentation, the myelin 


siieaths finally disintegrating. The non-myelinated 
postganglionic fibres remained relatively unaffected. 
(The study of the peripheral nervous system was mainly 
confined to the vagus nerve and its cardiac ramifications, 
the intramural ganglia of the heart, and the nerves form- 
ing the solar plexus.) A. Swan 


1022. Diffuse Interstitial Cirrhosis 

E. PEREz-TAMAYO. American Journal of Clinical Path- 
ology [Amer. J. clin. Path.] 29, 226-235, March, 1958. 
10 figs., 13 refs. 


A review of the findings at necropsy on 1,573 unselected 
adults revealed post-necrotic cirrhosis in 90, Laennec’s 
cirrhosis in 34, and diffuse interstitial cirrhosis in 11. 
The findings in the last group are analysed in this paper 
from the Pathology Unit of the National University of 
Mexico. The ages of the patients ranged from 30 to 58 
years, and the ratio of males to females was 2°6:1. On 
naked-eye examination there was no obvious nodularity 
of the liver, but microscopical examination showed diffuse 
proliferation of connective tissue which enveloped all 
the hepatic plates and often every cell. The fibres were 
mainly of reticulin, but in some instances collagen was 
also present. There was a notable absence of regenera- 
tion in 8 cases; in the remaining 3 cases regeneration and 
a tendency to the formation of nodules were noted. 
Tuberculosis was present in 5 of the 11 cases. The author 
discusses the possible association between this disease 


and the liver damage and concludes that additional 
evidence is required before such an association can be 
regarded as aetiologically significant. J. B. Wilson 


1023. Pathological Study of the Liver in Kwashiorkor 
N. K. CHANDA. British Medical Journal (Brit. med. J.] 
1, 1263-1266, May 31, 1958. 8 figs., 31 refs. 


The histopathological findings in the liver are described 
in 34 cases of kwashiorkor studied post mortem at 
the Medical College, Calcutta. The clinical condition in 
these cases was characterized by severe malnutrition, 
diarrhoea, wasting, oedema, glossitis, skin changes, and 
hepatomegaly. The‘livers were divided according to the 
histological findings into 3 main groups: (I) non-cirrho- 
tic; (ID) pre-cirrhotic; (III) cirrhotic. Of the 21 livers 
in Group I, 9 showed an increase of fat (gross in 2) with 
narrowing of sinusoids, but without haemorrhage or 
necrosis. In 7 livers the sinusoids were dilated, and in 3 
of these there was focal necrosis. A combination of 
dilated sinusoids with increased fat was noted in 4 livers, 
and in one further case there were massive necrosis and 
extreme bile-duct proliferation. Many livers showed 
focal round-cell infiltration. In the livers in Group II 
(total 8) there was moderate to marked fatty change with 
a varying degree of dilatation of sinusoids and increase of 
connective tissue. The histopathological findings in the 
livers in Group III, which came from patients aged be- 
tween 5 months and 4 years, are given in some detail. 
Of the 5 livers concerned, 4 showed a monolobular 
cirrhosis and a very fatty parenchyma with no evidence 
of regeneration, and in the remaining case there was 
subacute massive hepatitis leading to post-necrotic 
scarring. 

The author concludes that in kwashiorkor in children 
there is an evolution of cirrhosis from fatty change in 
the liver, and that dilatation of sinusoids may be the only 
other pathological change observed. 

W. H. Horner Andrews 


1024. Adenomatous Polyps and Polypoid Carcinomas of 
the Large Intestine 

G. F. Starr. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 29, 208-218, March, 1958. 19 refs. 


The object of the investigation reported herein was 
to determine “ the significant point ” at which a benign 
adenomatous polyp must be considered to be a true 
infiltrating polypoid carcinoma rather than carcinoma 
in situ. For this purpose a group of 45 borderline 
lesions selected from surgical material obtained at the 
Mayo Clinic during the 3 years 1943 to 1945 were studied. 
The lesions were divided into 7 different groups and a 
decision reached on each from a study of the findings 
and of the survival time of the patient. The author 
considers that when there is definite invasion of the stalk 
or cytological carcinomatous changes in a polypoid 
carcinoma metastases become possible. He emphasizes 
the importance of examining the entire lesion, or at least 
portions of the periphery and of the base, before an 
opinion is given, and the value to the surgeon in the 
management of these cases of differentiating between 
the two types of lesion. J. B. Wilson 
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1025. Rapid Identification of Gas Gangrene Organisms 
by New Methods. (YckopeHHaa guarHocTHKa 
6ynuTeneH ras0oBoH raHrpeHbl HOBbIMH MeTOZaMH) 

O. A. Komxkova. JKypHaa Muxpoduonoeuu, Dnude- 
mMuonozuu u Ammyno6uonoeuu [Z. Mikrobiol. (Mosk.)] 
29, 40-44, No. 5, May, 1958. 2 figs. 


The author points out that in a semisolid culture 
medium consisting of Pope’s broth, 0-1% agar, 0-4% 
gelatin, 0-5°% glucose, and homologous antitoxic gas- 
gangrene serum bacilli develop streptobacillary forms 
together with the usual bacillary forms, and also form 
distinct colonies in the medium in the otherwise diffuse 
turbidity, whereas these changes do not occur when 
heterologous antiserum is added to the medium. 

The intensity of the changes is in direct relation to the 
concentration of antitoxin in the medium: the greater 
the concentration of antitoxin (from 1 to 50 units per 
ml.), the longer the chain formation and the more 
numerous the distinct colonies. ‘When minimal concen- 
trations of antitoxin just sufficient to produce the changes 
were used it was found that the sensitivity of different 
strains of the same species was not uniform. The most 
sensitive species was Clostridium septicum, which began 
to show the changes at a concentration as low as 5 anti- 
toxin units per ml., and no strain of this species required 
more than 50 units per ml. On the other hand 4 of 20 
strains of Cl. welchii and 3 of 29 strains of Cl. oedematiens 
did not change even at concentrations of 500 and 300 
units per ml. respectively. With material heavily con- 
taminated with other organisms discrete colony forma- 
tion was submerged in the heavy growth, but chain 
formations of gas-gangrene bacilli could be seen clearly 
in films along with contaminating cocci and bacilli. 

In experimental infection of guinea-pigs the type of 
organism could be diagnosed rapidly by injecting 0-2 ml. 
of exudate from the dead guinea-pig intradermally into 
5 fresh guinea-pigs, one of which served as a control, 
while the other 4 were protected by mixing the exudate 
with the 4 specific gas-gangrene antisera. Development 
or absence of vascular changes in the skin determined 
the diagnosis, which was made within 10 minutes to 24 
hours after injection in 27 out of 30 examinations. 

K. Zinnemann 


1026. Bacterial Flora of the Upper Respiratory Tract in 
Paddington Families, 1952-4 

P. L. Masters, W. Brumritt, R: L. MENDEz, and M. 
LIKAR. British Medical Journal [Brit. med. J. 1, 1200- 
1205, May 24, 1958. 7 figs., 19 refs. 


The bacterial flora of the upper respiratory tract in 
members of the families of children attending Paddington 
Green Children’s Hospital, London, was studied. More 
than 9,000 nose and throat swabs were examined from 
72 families, the swabs being taken fortnightly for more 
than a year. Ten families were also studied by more 


frequent swabbing over a period of one month. 
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Pneumococci were found more frequently in the 
winter months. The isolation rate from the nose de- 
creased with age, but this difference was not obvious with 
the throat swabs. If nasal discharge was present the 
isolation rate of pneumococci’ was much higher in 
children. The 4 commonest types of pneumococci (6, 
23, 19, 14) showed a much higher incidence in children 
under school age. It was shown that many individuals 
carried pneumococci over a long period. 

Both capsulated and non-capsulated members of the 
Haemophilus group were more common in children and 
were also associated with nasal discharge. Typing was 
not carried out on all strains, but over a short period 
Pittman Type 6 accounted for four-fifths of the strains 
isolated from children under 4 years, agreeing with the 
incidence in cases of Haemophilus meningitis in the same 
age group. There did not appear to be any seasonal 
incidence in the isolation of haemolytic streptoccoci, but 
the incidence was about twice as great in school-children 
as in adults, and this excess was almost entirely due to 
Group-A streptococci. Nearly all the nasal strepto- 
cocci were of Group A. Typing of the Group-A 
streptococci showed that although a particular type per- 
sisted for a long period, new types appeared in about one- 
third of the introducers. Staphylococci were more fre- 
quently isolated in the summer months, and were more 
common in children of school age and adults than in 
children under 4 years. Most of the staphylococci were 
isolated from the nose. Nasal discharge made no signifi- 
cant difference to the isolation rate. 

A practical point of importance in clinical bacteriology 
emerges from the higher incidence of staphylococci in the 
nose and of haemolytic streptococci in the throat, whereas 
pneumococci and haemophili are more evenly divided, 
suggesting that both nose and throat swabs should be 
examined when these last organisms are being sought. 

R. F. Jennison 


1027. A Rapid Means of Differentiating Atypical Acid- 
fast Bacilli and Avian Tubercle Bacilli from Other Myco- 
bacteria. The Neotetrazolium Inhibition Test 

M. GASTAMBIDE-OpiER and D. W. SMITH. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.| 77, 662-668, April, 1958. 1 fig., 33 refs. 


It is known that atypical acid-fast bacilli differ from 
many other strains of mycobacteria in their sensitivity to 
neotetrazolium. The authors, at the University of Wis- 
consin, Madison, have investigated the effect of neo- 
tetrazolium, as measured by the optical density, on the 
growth of 20 strains of mycobacteria which were thought 
to be atypical and of 15 other strains, including human, 
bovine, avian, and saprophytic types and Mycobacterium 
fortuitum. Ataconcentration of neotetrazolium of 1 in 
40,000 all except 2 of the atypical strains and all the avian 
strains were inhibited, while the remainder of the organ- 
isms tested all grew at this concentration. The 2 
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atypical strains which were not inhibited were aberrant 
in other respects. This test appears to be of some value 
in laboratory diagnosis. John M. Talbot 


1928. Differentiation of Human Tubercle Bacilli from 
Atypical Acid-fast Bacilli. I. Niacin Production of 


Tubercle Bacilli and Atypical Acid-fast Bacilli. 


I‘. Clinical Application 

ft . KONNO, R. KURZMANN, K. T. Birp, and A. SBARRA. 
. merican Review of Tuberculosis and Pulmonary Diseases 
[ timer. Rev. Tuberc.] 77, 669-674 and 675-680, April, 
1958. 2 figs., 8 refs. . 


The output of niacin by bacteria may be measured 


e ther by a method of bioassay which employs the niacin- 
d*pendent bacterium Lactobacillus arabinosus, or by a 
c lorimetric method in which a yellow colour is pro- 
diced in the presence of aniline and cyanogen bromide. 
Tie latter technique may be applied quantitatively to a 
c..lture filtrate or qualitatively to the bacilli themselves. 
L sing these three methods, the authors, at the Cambridge 
S:natorium, Cambridge, Massachusetts, and other 
centres, have found that the niacin content of human 
t. bercle bacilli is at least 10 times that of atypical acid- 
fost bacilli, and that the results obtained by the cyanogen 
b omide method agree closely with those obtained by 
the more accurate but more tedious bioassay technique. 
In a second study the cyanogen bromide method has 
been applied to the identification of 26 strains, 3 of which 
wre of human origin and were correctly identified, and 
tc an analysis of 663 reported strains of Mycobacterium 
tm erculosis from 9 hospitals. All except 7 gave a 
positive result in the qualitative test; 6 of these 7 were 
feund to be atypical acid-fast bacilli, while the 7th was a 
st.ain of Nocardia. John M. Talbot 
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1029, Fluorescent Antisera in the Detection of Sero- 
logical Varieties of Trichomonas vaginalis 

M. G. McEntTEGaRT, C. S. CHADWICK, and R. C. NAIRN. 
British Journal of Venereal Diseases (Brit. J. vener. Dis.] 
34, 1-3, March, 1958. 2 figs., 9 refs. 


it has been suggested that the apparent differences in 
in‘ectivity and virulence of Trichomonas vaginalis might 
be due to the existence of serological variants of the 
organism. In studying this problem at the University 
of Aberdeen the authors used antibody labelled with 
fluorescein (Coons, Int. Rev. Cytol., 1956, 5, 1). Anti- 
T. vaginalis serum was prepared by inoculating rab- 
bits with 7. vaginalis grown in vitro. The globulin 
fraction of the rabbit serum was separated and con- 
jugated with fluorescein, the conjugate then being 
purified by ethanol fractionation and absorption with 
dried liver powder. The specificity of the conjugate was 
tested on acetone-fixed smears of 7. foetus and T. vagi- 
nalis. Examination of the smears with a fluorescence 
microscope after incubation with the conjugate showed 
that T. vaginalis fluoresced brightly, while T. foetus gave 
a dull fluorescence. The use of anti-7. foetus anti- 
body in a similar experiment showed bright fluorescence 
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with 7. foetus and dull fluorescence with 7. vaginalis. 
Thus it was demonstrated that the fluorescent antibody 
distinguishes between these two species of Trichomonas. 
A second strain of 7. vaginalis was found to fluoresce 
less brightly than the strain originally used, and this is 
held to suggest that these may be distinct serological 
varieties. R. A. Neal 


1030. Serological Aspects of Trichomonas vaginalis 
F. LaNceLeYy. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.] 34, 4-8, March, 1958. 6 refs. 


Although many suggestions have been made to explain 
the variations in behaviour of Trichomonas vaginalis, the 
existence of distinct strains of the organism does not 
appear to have been seriously considered. The author, 
working at the Royal Infirmary, Liverpool, has investi- 
gated the occurrence of serological variants of T. vaginalis 
Trichomonads were 
grown in vitro from different patients, and immune sera 
were prepared from rabbits given intravenous inoculations 
of the protozoa. Agglutination was determined micro- 
scopically after one hour’s incubation at 37° C. of mix- 
tures of immune serum and T. vaginalis. There was a 
maxithum degree of agglutination at a dilution of 1 in 80, 
with decreasing agglutination down to 1 in 320. Agglu- 
tinations at a dilution greater than 1 in 40 were considered 
specific. Of 20 different strains of 7. vaginalis tested 
against an immune serum, 18 were agglutinated. 
Further immune sera were prepared from 4 different 
strains, and cross-agglutination tests showed that 2 of 
these sera contained different agglutinins. On testing 
these 2 sera against 10 more strains of T. vaginalis, 6 were 
agglutinated by one serum and 4 by the other; no strain 
was agglutinated by both sera. Confirmation of the 
presence of different agglutinins was obtained by a cross- 
absorption test. 

These experiments are held to show the presence of 2 
serological variants of 7. vaginalis. R. A. Neal 


1031. Serological Studies with Asian Strain of Influenza A 
S. K. R. Crarke, R. B. Heatu, R. N. P. Sutton, and 
C. H. Sruart-Harris. Lancet [Lancet] 1, 814-818, 
April 19, 1958. 2 figs., 13 refs. 


H.I. [haemagglutination-inhibition] antibody to the 
Asian influenza-virus antigen was detected in 70% and 
complement-fixing antibody to the soluble A antigen in 
80°%% of convalescent sera from 80 cases of influenza 
with or without complications in Sheffield during the 
1957 epidemic of Asian influenza. 

In 47 students H.I. tests on sera taken after the epi- 
demic showed that 20°% of infections were asymptomatic. 
6 of 322 sera collected before the epidemic contained 
inhibitor to the Asian virus. 283 (44%) of 637 sera 
collected after the epidemic in Sheffield contained in- 
hibitor, the number varying between 16% and 71% in 
persons of different ages. Pools of sera collected before’ 
1957 and assembled by age showed no H.I. antibody to 
the Asian virus. Similar pools of sera collected after 
the epidemic showed antibody in amounts varying within 
wide limits. Probably at least half the population had 
been infected during the epidemic. 
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H.I. antibody against the Asian virus appeared in the 
serum of 8 of 168 persons vaccinated with *‘ A prime” 
and polyvalent vaccines but was not detected in the con- 
valescent sera from 11 patients with influenza before 1957. 
The significance of the results is discussed in regard to the 
relationship between the Asian and other influenza-A 
viruses.—[Authors’ summary.] 


1032. Strain-specific Complement-fixation Test in Anti- 
genic Analysis and Serodiagnosis of Influenza 

W. HENLE, F. S. Lier, and A. Fastyt. Lancet [Lancet] 
1, 818-820, April 19, 1958. 13 refs. 


For the antigenic analysis of strains of influenza virus ~ 


A, the haemagglutination-inhibition (H.I.) test has been 
the most widely used. However, phase-variation of the 
strains of virus examined and their differences in sensi- 
tivity to non-specific inhibitors of viral haemagglutination 
have occasioned doubt in the interpretation of the results 
yielded by this method. The present authors, working 
at the University of Pennsylvania, Philadelphia, have 
sought to overcome these difficulties by employing the 
complement-fixation (C.F.) test, using a strain-specific 
antigen (V) which they claim to have freed from the type- 
specific soluble antigen (S). The antigen V was pre- 
pared by two cycles of absorption and elution of infected 
allantoic fluids with erythrocytes; while antigen S was 
obtained by treating virus particles-with ether and sub- 
sequently freeing the antigen from residual virus par- 
ticles by absorbing them with erythrocytes. Guinea-pig 
anti-S sera were prepared by intranasal inoculation with 
small doses of infective virus, these being followed 5 weeks 
later—when the anti-V antibody had disappeared—by 
an intraperitoneal injection of S-antigen prepared from 
a distantly related strain. The strain-specific anti-V sera 
were produced in guinea-pigs by three or more intra- 
peritoneal injections of the haemagglutinin fraction, 
obtained from ether-treated virus particles by elution and 
absorption with erythrocytes. 

With these reagents 36 strains of influenza virus A 
isolated between 1931 and 1957 were analysed. The 
antigenic relationships revealed were similar to those 
observed by other workers using the H.I. technique. 
Cross-reactions of the anti-Asian V serum with WS (1933) 
V antigen and of the Asian V antigen with sera against a 
1951 and a 1933 strain were found, but were of low titre. 
The strain-specific anti-V sera enabled newly isolated 
strains to be identified by the C.F. test at the first egg- 
passage. Strain-specific diagnosis was achieved in 90°% 
of 800 patients with Asian influenza by means of the 
C.F. test, using Asian V antigen. A few selected cases 
are described as examples. None had antibodies against 
the current infecting strain in their acute-phase sera, but 
all had developed them in convalescence. In the acute- 
phase sera the distribution of antibody levels to earlier 
strains was in general related to the age of the patient. 
In the convalescent sera, however, antibody responses 
were observed to V antigens of strains of virus prevalent 
in many cases before the patient’s birth, and such 
responses bore no apparent relation to the patient’s age. 

The authors quote experiments in which guinea-pigs 
were repeatedly infected with the same strain of virus 
and whose antibody response eventually broadened to 


include antigens not represented in the infecting strain. 
They conclude that the finding of antibody against the 
Asian virus does not necessarily imply previous past 


infection by that particular strain, but could result from - 


multiple infections with other strains at later dates. 
J. E. M. Whitehead 


1033. A Serological Trial of Asian-influenza Vaccine 
after the Autumn Epidemic 

W. W. HOo.ianpb, A. Isaacs, S. K. R. CLARKE, and 
R. B. Heatu. Lancet [Lancet] 1, 820-822, April 19, 
1958. 4 figs., 5 refs. 


A serological trial of an Asian-influenza vaccine was 
carried out in 83 volunteers, all of whom had been ex- 
posed to the autumn influenza epidemic. 33 had had a 
clinical illness resembling influenza. Volunteers with 
no initial antihaemagglutinin reacted poorly to a single 
dose of vaccine. A much better serological response 
was obtained with a single dose in individuals with initial 
titres of 1 in 5 or more. Two inoculations given to 
individuals without initial antibody led to a good 
secondary response. This is contrary to previous experi- 
ence, and it is suggested that two antigenic stimuli are 
needed to produce a good antibody response in people 
who have not previously experienced this antigen, 
whereas one is probably sufficient for those that have. 
—[Authors’ summary.] 


1034. Attempt at Serological Identification of Myco- 
bacteria Using Myco. tuberculosis and Atypical Yellow 
Bacillus Strains 

E. Nassau, H. SCHWABACHER, and G. M. HAMILTON. 
Tubercle [Tubercle (Lond.)| 39, 103-107, April, 1958. 


This paper from Harefield Hospital, Middlesex, 
describes an investigation of the antigenic structure of 
atypical, photochromogenic, acid-fast bacilli by the 
haemolytic modification of the technique of Middlebrook 
and Dubos. The two antigens employed were human 
old tuberculin (O.T.) concentrated 4 times and concen- 
trated culture filtrates of the atypical bacilli which had 
been freeze-dried and resuspended in distilled water. 
The sera investigated included (1) 31 specimens from 
tuberculous sputum-positive patients, (2) 3 from patients 
known to be infected with atypical mycobacteria, and 
(3) 65 from guinea-pigs inoculated with live human 
Mycobacterium tuberculosis, Strain H37Rv, and with 
atypical strains, either with or without Freund’s adjuvant. 
Absorption and inhibition studies were also performed 
on these sera. Sera from patients both with typical 
and atypical mycobacterial disease reacted with both 
types of antigen. Sera from tuberculous guinea-pigs 
reacted with the O.T. antigen only, whereas sera from 
guinea-pigs injected with atypical mycobacteria cross- 
reacted with the O.T. antigen, but had a higher titre to 
the homologous antigen. Absorption of antisera showed 
that the H37Rv strain of human Myco. tuberculosis 
would remove homologous antibodies only, whereas.the 
atypical mycobacterium removed both types of antibody. 
Sera prepared in guinea-pigs against atypical myco- 
bacteria suspended in Freund’s adjuvant were found to 
react with the O.T. antigen only. John M. Talbot 
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‘035. Buccally Administered Streptokinase. Clinical 
und Experimental Observations 
', INNERFIELD, H. Sous, and L. J. Boyp. New England 


J ‘ournal of Medicine [New Engl. J. Med.| 258, 1069-1074, 
May 29, 1958. 20 refs. 


In view of the reported good anti-inflammatory effects 
of parenterally administered proteolytic enzymes, an 
investigation of the effects of streptokinase administered 
hy the buccal route was carried out at New York Medical 
College—Metropolitan Medical Center, New York. In 
« preliminary study designed to determine whether 
s.reptokinase in fact penetrates the buccal mucosa 14 
diabetic patients were given tablets containing 20,000 
units of the enzyme for buccal retention 4 times daily for 
6 weeks, the degree of penetration being assessed by 
measuring the serum level of streptokinase antibodies by 
tie Ouchterlony gel-diffusion technique. After several 
\.eeks 10 out of the 14 patients showed an increase in the 
serum antibody level as compared with the level pre- 
vailing during a 4-week control period, thus providing 
presumptive evidence of penetration of the enzyme 
through the buccal mucosa. 

The clinical study consisted in the buccal administra- 
tion of 20,000-unit tablets of streptokinase 4-hourly for 
one day to 14 weeks to 74 patients, of whom 51 were 
suffering from acute and 23 from chronic inflammatory 
conditions. Serum antithrombin activity, which varies 
directly with plasma protease activity, was estimated as 
a measure of streptokinase activity and was found to be 
increased in 23 out of 27 serum determinations made in 
14 of the treated patients. In the whole series the anti- 
inflammatory effects, as judged by the reduction in 
amount of oedema, pain, and redness, increased function 
and, in chronic bronchitics, rapid thinning of inspissated 
sputum, were assessed as “excellent” in 49 cases, 
“good” in 20, and “ poor” in only 5. The clinical 
effects correlated well with the increase in serum anti- 
thrombin activity. 

The authors conclude that buccally administered 
streptokinase provides a simple and effective means of 
reversing inflammation, produces few side-effects, and is 
very acceptable to the patient. Gerald Sandler 


1036. The Effect of Succinylcholine Chloride on Hista- 
mine-induced Bronchospasm in Dogs 

P. R. HUMMELL. Anesthesia and Analgesia; Current 
Researches [Anesth. Analg. curr. Res.] 37, 130-136, 
May-June, 1958. 4 figs., 5 refs. 


In a study carried out at the Brooke Army Hospital, 
Fort Sam Houston, Texas, on anaesthetized and intu- 
bated dogs the respiration was controlled by a mechani- 
cal respiratory apparatus set at a fixed rate (24 
per minute) and the intraoesophageal pressure (which 
reflects the intrathoracic pressure) continuously recorded. 
Two bronchospasm-producing doses of histamine were 
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then injected intravenously at an interval of 12 minutes 
and the duration of the bronchospasm caused by each 
was noted. The average duration of bronchial spasm 
after the first dose of histamine was 120 seconds and after 
the second dose 87 seconds. 

The experiment was then repeated, but now 40 mg. 
of suxamethonium chloride was administered 1 minute 
before and 1, 2, and 3 minutes after the first dose of 
histamine; the average duration of the resulting broncho- 
spasm was 75 seconds. After the standard interval of 
12 minutes the same dose of histamine was then adminis- 
tered alone; this produced bronchospasm of an average 
duration of 113 seconds. The mechanism of this effect 
of succinylocholine is discussed. Mark Swerdlow 


1037. A New Orally Effective Long-acting Ganglion- 
blocking Agent for Hypertension (189c56) 

S. Locket. British Medical Journal [Brit. med. J.} nd 
74-78, July 12, 1958. 11 refs. 


The ganglion-blocking agent 189c56 used in this pro- 
longed trial carried out at Oldchurch Hospital, Romford, 
Essex, over at least 18 months on patients suffering from 
severe hypertension is related chemically to penta- 
cynium methylsulphate. The drug is given by mouth as 
the bismethylsulphate trihydrate in doses ranging from 
200 to 1,250 mg. daily, and may be given as a single 
dose in the morning before breakfast, or in the evening 
followed by a meal, or in some cases in a larger dose at 
night and a smaller dose in the morning. After a single 
oral dose the blood pressure begins to fall in about 30 
minutes, reaches its lowest point in about 4 hours, and 
remains significantly lowered in ambulant patients for 
8 to 24 hours.- In patients confined to bed a good hypo- 
tensive effect persists for 5 to 10 hours. Treatment is 
begun with an oral dose of 200 mg. daily and this 
is increased by 50 mg. each day until a good response is 
obtained. Subsequent adjustments of the dose may be 
necessary; the dose most suitable for any individual 
patient is highly critical. 

In the 11 cases reported in detail in this paper a 
satisfactory and consistent fall in blood pressure was 
achieved. The only side-effects were dryness of the 
mouth and some disturbance of accommodation; no 
undesirable effects on the bowel (such as constipation) 
or bladder were noted. Postural hypotension appeared 
less troublesome than with other ganglion-blocking 
drugs, in spite of the considerable reduction in blood 
pressure produced. In a number of cases the results 
with 189c56 compared favourably with those obtained 
with mecamylamine. The addition of chiorothiazide 
did not increase the hypotensive effect, though it did in- 
duce a diuresis. In many of the author’s long-term 
cases “‘ rauwiloid ” (2 mg. daily) was given in conjunc- 
tion with the new drug. The constancy of action of 
189c56 is stressed. P. Mestitz 
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1038. Effects of Pentacynium Methylsulphate on Renal 
Circulation in Hypertension — 

J. R. Cox and J.J. Daty. British Medical Journal (Brit. 
med. J.) 2, 78-80, July 12, 1958. 10 refs. 


One of the disadvantages of some ganglion-blocking 
agents is the fall in renal blood flow which follows their 
administration. The authors have therefore investi- 
gated the renal circulation in 7 women and 2 men be- 
tween the ages of 50 and 70 years who were treated at 
Sheffield Royal Hospital with pentacynium methyl- 
sulphate. All had a diastolic pressure of 130 mm. Hg 
or higher, with hypertensive retinal changes, and in 7 
cases the blood urea level was over 40 mg. per 100 ml. 
One untreated patient with malignant hypertension had 
erythrocytes and casts in the urine, but 6 others showed 
a trace of albumin only. Renal blood flow and glomeru- 
lar filtration rate (G.F.R.) were measured by the tech- 
nique described by Homer Smith, and inulin and PAH 
clearances were determined, the effective renal blood 
flow (E.R.B.F.) and the G.F.R. being measured over 
various periods up to 110 minutes after a single sub- 
cutaneous injection of pentacynium in a dose of either 
25 mg. (7 cases) or 12-5 mg. (2 cases). 

In all cases a considerable and sustained fall in the 
blood pressure occurred. Within 50 minutes of the 
injection there was a mean reduction in the E.R.B.F. of 
53% and a proportionately greater fall in the G.F.R. 
Between 30 and 110 minutes later the E.R.B.F. and 
G.F.R. began to rise again, though at the end of 110 
minutes these values in 7 cases were still below the 
control levels; in the other 2 cases they rose high above 
the control levels. It is concluded that these findings 


suggest that changes in the E.R.B.F. are partly indepen- 
dent of changes in the systemic blood pressure, and that 
after administration of pentacynium the renal blood flow 
may well return to normal values while the blood pressure 


is still low. P. Mestitz 


1039. The Effect of Theophylline Ethylenediamine on the 
Pulmonary Circulation 

O. Storstein, I. HELLE, and R. ROKSETH. American 
Heart Journal [Amer. Heart. J.| 55, 781-790, May, 1958. 
2 figs., 32 refs. 


The effect of theophylline ethylenediamine (TED) on 
the pulmonary circulation and ventilation of 21 patients 
with various heart and lung diseases, but excluding hyper- 
tensive heart disease, has been studied at Nordland 
County Hospital, Bodo, Norway. Measurements were 
made of changes in heart rate, blood pressure, pulmonary 
arterial pressure, pulmonary capillary venous pressure, 
cardiac output (calculated as cardiac index), peripheral 
arterial and pulmonary arteriolar resistances, work of 
the right ventricle, arterial oxygen saturation, arterial 
pCO2, tidal air, vital capacity, and maximum breathing 
capacity occurring after the intravenous injection of 
10 ml. of 3% TED in physiological saline. 

There was a significant fall in blood pressure, pul- 
monary arterial pressure, peripheral arterial and pul- 
monary arteriolar resistances, work of the right ventricle, 
and pCO», and a significant rise in heart rate and maxi- 
mum breathing capacity; the changes in pulmonary 
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capillary venous pressure, cardiac index, arterial oxygen 
saturation, tidal air, and vital capacity were not statistic- 
ally significant. The fall in peripheral arterial and pul- 
monary arteriolar resistance was probably caused by a . 
direct dilating effect of TED on the arterioles. The fall 
in the work of the right ventricle showed that TED had 
reduced the effect of pulmonary hypertension on the right 
ventricle. The patients in the present group appeared 
to react to TED in a different way from patients with 
hypertensive cardiovascular disease, the latter showing 
a large increase in cardiac output, but insignificant vaso- 
dilating action on the pulmonary circulation. 
J. E. Page 


1040. Experience with Intramuscular Digoxin 

E. FLetcHer and C._F. BRENNAN. Irish Journal of 
Medical Science [Irish J. med. Sci.) No. 390, 273-280, 
June, 1958. 2 figs., 7 refs. - 


A preparation of digoxin which is suitable for intra- 
muscular administration was tried at Belfast City Hos- 
pital in the treatment of patients with heart disease. An 
intramuscular injection of 1 to 2 mg. resulted in a satis- 
factory lowering of the apex rate in 5 to 15 hours, usually 
within 6 hours, in 15 out of 18 patients with auricular 
fibrillation. In 9 of the 18 cases there was a rapid initial 
fall in the apex rate in the first 2 to 3 hours, which was 
considered to be a vagal effect. Concurrent administra- 
tion of mercurial diuretics enhanced the effect of the 
digoxin. 

This method of treatment had the disadvantage that 
the injections were painful, the degree of pain after a 
single injection varying from slight to severe. The 
authors consider that the pain was probably due to direct 
action of digoxin on voluntary muscle. 

G. S. Crockett 


1041. The Effect of Acetylcholine on the Human Pul- 
monary Circulation under Normal and Hypoxic Conditions 
H. W. Fritts, P. Harris, R. H. Ciauss, J. E. ODELL, 
and A. CoURNAND. Journal of Clinical Investigation [J. 
clin. Invest.] 37, 99-110, Jan., 1958. 3 figs., bibliography. 


The authors have studied the effect of continuous in- 
infusion of acetylcholine into the pulmonary artery in 
8 healthy subjects breathing 21°% oxygen and again under 
hypoxic conditions breathing 12°% oxygen, and in 5 others 
under normal conditions breathing 21°%% oxygen. The 
drug caused a fall in pulmonary arterial pressure which 
was more evident after hypoxia had produced pulmonary 
hypertension. The fall in pressure was not associated 
with a fall in cardiac output, and there was no change in 
the pulmonary wedge pressure, heart rate, systemic 
blood pressure, or central blood volume. 

It is concluded that acetylcholine causes pulmonary 
vasodilatation, the effect apparently being enhanced in 
the presence of increased vascular tone. In the authors’ 
view the findings suggest that acetylcholine or a related 
substance of longer action may be useful in the treatment 
of patients with acute or chronic pulmonary hypertension. 
The drug may also “ provide information on the status 
of the pulmonary vessels of patients in whom pulmonary 
hypertension has been present for a prolonged period of 
time ”’. L. A. Elson 
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1942. The Action of Quinidine Interpreted from Intra- 
cellular Potentials of Single Cardiac Fibres 

Ir. M. V. Wiritams. Lancet [Lancet] 1, 943, May 3, 
1958. 8 refs. 


In experiments in the Department of Pharmacology, 
University of Oxford, simultaneous measurements of con- 
traction, conduction, velocity, and intracellular potential 
were made in isolated rabbit atria in the presence of a 
wide range of concentrations of quinidine. A fine capil- 
lery pipette filled with a strong solution of potassium 
cloride and introduced into a single fibre was used as a 
n. croelectrode to record the intracellular potential. 

Clinically, a serum quinidine level of 4 to 9 mg. 
pr litre may be required to arrest atrial fibrillation. In 
these experiments quinidine in a concentration of 10 mg. 
pr litre did not reduce the size of the contractions by 
more than one-quarter, while the reduction of resting 
potential was negligible (2 or 3 mV.) even with much 
h.zher-concentrations. The action of quinidine cannot 
therefore be due to a change in the resting potential. 
T..e half-time for repolarization was not prolonged and 
o casionally actually shortened, which explains the lack 
o! change in the absolute refractory period. The ter- 
m nal phase of repolarization was, however, prolonged, 
ard quinidine in concentrations of 1 to 5 mg. per litre 
pr duced a marked reduction in the rate of rise of action 
pc tential and in conduction velocity. For a propagated 
in pulse to occur, a certain minimum rate of rise of the 
ac ion potential is necessary to overtake the process of 
ac-ommodation; if the rate of rise is very slow no propa- 
ga ed impulse can develop.. Thus by affecting the phase 
of depolarization, quinidine can achieve its effect. Pro- 
lo: gation of the final stages of repolarization may be an 
ad litive effect, since the rate of rise of action potential 
de»ends to some extent on the potential obtaining at the 
time of stimulation. 

| This report is in the form of a preliminary communica- 
tion, and experimental details are not given.] 

W. H. Horner Andrews 


1043. Diuretic Action of Chlorothiazide 
N. A. MATHESON and T. N. MorGAn. Lancet [Lancet] 
1, 1195-1199, June 7, 1958. 4 figs., 20 refs. 


The diuretic effect of chlorothiazide has been studied 
at the University of Aberdeen in 10 healthy volunteer 
male subjects aged 16 to 40 and compared with that of 
acetazolamide. 

After administration by mouth of 2 g. of chloro- 
thiazide the diuretic action began within 2 hours and 
lasted for 12 hours, accompanied by a considerable 
increase in sodium and chloride excretion in equimolar 
amounts, a less pronounced rise in bicarbonate, potas- 
sium, and phosphate excretion, and a decrease in 
hydrogen ion excretion. The effect of 0-5 g. of the 
drug given intravenously began within one hour and 
continued for 4 hours. In contrast an oral dose of 


0:5 g. of acetazolamide produced its effect more slowly, 
though it lasted for 24 hours, and caused no increase 
in chloride excretion. Acetazolamide caused greater 
depletion of base than chlorothiazide and the restoration 
of acid—base balance was slower, but the risk of severe 
potassium loss was less. 
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It is suggested that the difference in speed of recovery 
may explain why resistance to chlorothiazide on pro- 
longed administration is less likely to occur. Although 
chlorothiazide is a less potent carbonic anhydrase in- 
hibitor than acetazolamide, the finding that it increases 
the urinary excretion of chloride suggests that it has 


_ some additional mechanism of action. 


Kenneth Gurling 


1044. The Analgesic Properties and Addiction Liability 
of Ketobemidone and Morphine 

P. Pe_toa and P. SoisaLo. A.M.A. Archives of Internal 
Medicine [A.M.A. Arch. intern. Med.| 101, 741-746, 
April, 1958. 27 refs. 


The analgesic properties and the liability to cause 
addiction of ketobemidone (“ cliradon”; 4-[3-hydroxy- 
phenyl]-1-methyl-4-piperidyl ethyl ketone hydrochloride) 
were compared with those of morphine in a clinical 
study at Kivela Hospital, Helsinki, the subjects being 
mostly patients with incurable cancer. 

A short-term experiment to compare the pain-relieving 
properties of the drugs was carried out on 45 patients. 
The minimum analgesic dose of one drug was given 
for not more than one week, then the patient was 
treated with the other without being made aware of the . 
change, the analgesic dose of the second drug being 
determined during the course of one week also. In 
order to assess the degree of addiction another group of 
39 patients received one of the analgesics continuously 
for at least 3 months, the other drug then being given in 
an equally analgesic dose. 

The ratio between the doses of morphine and ketobe- 
midone needed to produce equal analgesic effects was 3-3 
tol. Ifmorphine was given first for a period of 3 months 
and the patient then switched to ketobemidone the dose 
of ketobemidone required was very much greater and 
roughly equalled the morphine dose—the ratio of mor- 
phine to ketobemidone being 1:2 to 1. On the other 
hand, if ketobemidone was given first for 3 months and 
then morphine administered instead, the analgesic ratio 
remained essentially unchanged at 3-1 to 1. The need 
for ketobemidone increased slowly during prolonged 
administration. In the majority of cancer cases the 
patient needed only 10 to 25 mg. daily, even in the ter- 
minal phase. Absence of a morphine-like sedative effect 
with ketobemidone was particularly striking, and hyp- 
notics had to be administered simultaneously with this 
drug to the majority of patients. Vomiting and con- 
stipation occurred less frequently with ketobemidone 
than with morphine. Norval Taylor 


1045. Methocarbamol—New Agent in Treatment of 
Neurological and Neuromuscular Diseases 

D. S. O’Donerty and C. D. SuieLps. Journal of the 
American Medical Association [J. Amer. med. Ass.| 167, 
160-163, May 10, 1958. 13 refs. 


In the search for a more effective drug for reducing 
spasticity, rigidity, and muscle spasm in patients with 
neuromuscular diseases the authors have carried out, at 
Georgetown University Medical Center, Washington, 
D.C., a trial of methocarbamol (3-0-methoxyphenoxy-2- 
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hydroxypropyl-1-carbamate), which was given in a dosage 
of 1 to 4 g. daily in divided doses to 70 patients with 
skeletal muscle hyperactivity secondary to neurological 
disorders. There was no improvement in patients with 
spasticity, rigidity, contractures, and chronic fibro- 
myositis, but a good result was obtained in 18 out of 
25 patients with acute muscle spasm. Some improve- 
ment was also observed in patients with muscular in- 
coordination. The relaxing effect of methocarbamol is 
believed to be due to its depression of spinal multi- 
synaptic pathways with no effect on monosynaptic 
reflexes, which would explain its helpful effect in patients 
with cerebellar signs. I. Ansell 


1046. Methocarbamol (Robaxin) in Orthopedic Con- 
ditions. Preliminary Report of One Hundred Cases 

H. F. Forsytu. Journal of the American Medical 
Association [J. Amer. med. Ass.] 167, 163-168, May 10, 
1958. 3 refs. 


In a trial reported from the Bowman Gray School of 
Medicine, Wake Forest College, Winston-Salem, North 
Carolina, methocarbamol in a dosage of 6 g. daily in 
divided doses was given to 100 patients suffering from 
painful orthopaedic conditions. Of 58 acute cases in 
the series, including 39 cases of herniated disk, 11 of 
muscular or ligamentous strain, 3 of torticollis, and 5 of 
muscle injuries, there was a moderate to pronounced 
beneficial effect in most, the relief of muscle spasm 
enabling the patients to become ambulant sooner, 
generally with less need to resort to narcotics. There 
was also some improvement in cases of more chronic 
conditions, such as spondylitis, myositis, fibrositis, and 
night leg-cramps. A group of postoperative patients 
also benefited, while in a small group of miscellaneous 
cases the intravenous infusion of 500 mg. of metho- 
carbamol, 2-5°% in saline, relieved spasm within a minute, 
enabling the reduction of dislocated shoulder and the 
manipulation of spastic flat foot to be carried out without 
anaesthesia. 

Side-effects, which occurred in about 10% of the 
patients, included drowsiness or nausea, which dis- 
appeared in 3 cases on reduction of dosage. There was 
also an allergic type of skin reaction in 2 patients. 

I. Ansell 


1047. Clinical Results with Methocarbamol, a New 
Interneuronal Blocking Agent 

H. W. Park. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 167, 168-172, May 10, 1958. 
2 refs. 


The effect of treatment with methocarbamol (“ ro- 
baxin ’’) was evaluated at the Medical College of Vir- 
ginia, Richmond, Virginia, in 42 patients with involuntary 
increase in muscle tone. A significant clinical response 
occurred in 10 out of 11 patients with residual spasticity 
due to spinal cord injury, although in all of the 3 patients 
with complete lesions the severe spasticity and involuntary 
movements returned when medication was discontinued ; 
however, the 7 patients with partial cord damage retained 
improved functional ability and suppression of mass 
reflex patterns after methocarbamol was stopped. There 


was also a significant response in 4 patients with residual 
spasticity due to encephalomyelopathy, 5 with residual 
spastic hemiplegia following a cerebrovascular accident, 
2 with disseminated sclerosis, and 3 with acute myalgia. 
A significant reduction of spasticity was noted in 3 out 
of 5 cases of cerebral palsy of spastic type, but there was 
no change in 2 cases of the athetoid type. No benefit 
was observed in 10 patients with chronic arthritic and 
myalgic disorders. 

The average dose of the drug was 2 g. orally 4 times 
daily. Side-effects included drowsiness, difficulty in con- 
centration, and blurred vision, suggesting that metho- 
carbamal has “‘ a secondary supraspinal focus of action ”’. 
In all but 2 cases the side-effects were reversed by reducing 
the dosage. No side-effects developed after 72 hours of 
medication. I. Ansell 


1048. Anticonvulsant Activity: Phenobarbital-Metham- 
phetamine—Phenaglycodol 

C. M. Gruser and J. M. Mosier. Antibiotic Medicine 
and Clinical Therapy [Antibiot. Med.] 5, 235-241, April, 
1958. 9 refs. 


Although they regard phenobarbitone as still the most 
useful single agent in the treatment of epilepsy, the 
authors have investigated, at Indiana University School 
of Medicine, Indianapolis, the suggestion that a com- 
bination of phenobarbitone, methylamphetamine, and 
phenaglycodol (“‘ ultran’’) might be of even greater 
value in the treatment of motor seizures, on the hypo- 
thesis that methylamphetamine would suppress the 
drowsiness produced by phenobarbitone and phenagly- 
codol would increase its anticonvulsant activity. The 
patients taking part in the study, all of whom had focal 
brain damage and epilepsy, were given the experimental 
medications in various combinations by mouth for 3 days 
in successive weeks in place of their regular treatment, 
the number of seizures on each of these 3 days and on 
the following day being recorded. The results obtained 
were subjected to analysis of variance. 

In the first experiment, in which 50 patients were given 
increasing doses of 25, 50, and 100 mg. of phenobarbitone 
alone, the number of seizures was almost inversely linear 
to the logarithm of the dose of phenobarbitone. In the 
second experiment the effect of the addition of 2:5 mg. 
of methylamphetamine on the anti-epileptic action of 
phenobarbitone in the above doses was investigated in 
40 patients. The total seizure scores were again almost 
inversely linear to the logarithm of the dose of pheno- 
barbitone, and the addition of methamphetamine did not 
alter the patients’ response to the former drug. In the 
third experiment (24 patients) the authors studied the 
effect of adding 300 mg. of phenaglycodol to the various 
doses of phenobarbitone and methylamphetamine, the 
latin-square design and the double-blind testing method 
being employed. It was found that phenaglycodol in- 
creased the anticonvulsant activity of phenobarbitone 
and methylamphetamine. j 

The authors conclude that in such tests the administra- 
tion of anticonvulsant drugs for 3 days is a satisfactory 
method of determining their effects, and is preferable to 
7-day studies. P. T. Main 
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1949. Experimental Investigation of the Relationship 
between Method of Treatment and Subsequent Immunity 
M. C. Josep. British Medical Journal [Brit. med. J.] 
1. 1444-1448, June 21, 1958. 1 fig., 34 refs. 


At Guy’s Hospital, London, the author compared the 
e tects on the development of immunity in infected mice 
o! treatment with one single large dose of penicillin 
and a sulphonamide (“stosstherapy’’) and of treat- 
nent with repeated small doses of these drugs. 
Tne animals were divided into seven experimental groups 
(cach of 150) and given an intraperitoneal injection of 
pneumococci, the dose in the different groups ranging 
from 2,000 to 830,000 organisms. Some 10 hours later 
5) mice in each group were given one single injection of 
6.0 units of sodium penicillin together with 6 mg. of 
scdium sulphadimidine, the next 50 received 6 injections 
ecch of 100 units of sodium penicillin with 1-3 mg. of 
scdium sulphadimidine given at 8-hour intervals, while 
the remaining 50 had no treatment and served as controls. 
In the untreated groups the mortality ranged from 34°% 
ar iong those given a dose of 2,000 organisms to 100% 
among those given the largest doses. In the single-dose 
groups it was 28°% among the animals given an injection 
of $30,000 organisms, but was low or nil in all the other 
groups. 

fen days later the surviving mice in each group were 
reinjected with the same organism at two dose levels. 
In the groups treated by stosstherapy the average mor- 
tality was 35-7%, in the repeated-dose group it was 
47-6°%, and in the controls it was 89-4°%%. In one of the 
experiments there was a slight advantage in favour of 
the group given repeated doses, but in all other groups 
there was a significant difference in favour of the single 
massive dose in respect of subsequent immunity. The 
author concludes that, so far as these results can be 
applied to human patients, the single massive dose 
would appear likely to allow the production of the 
greatest degree of immunity in suitable cases of pneu- 
mococcal infection. V. J. Woolley 


1050. Streptovaricin: Therapeutic Effect on Guinea Pigs 
Infected with Tubercle Bacilli Resistant to Streptomycin 
and to para-Aminosalicylic Acid 

A. G. KARLSON. Proceedings of the Staff Meetings of 
the Mayo Clinic [Proc. Mayo Clin.] 33, 193-196, April 16, 
1958. 1 fig., 5 refs. 


In an investigation of the antituberculous effect of 
streptovaricin (a complex of at least five related antibiotic 
agents produced by Streptomyces spectabilis) carried out 
at the Mayo Clinic tubercle bacilli resistant to strepto- 
mycin and PAS were inoculated intraperitoneally into 
20 mature guinea-pigs and the establishment of tubercu- 
lous infection was confirmed by post-mortem examina- 
tion of 4 animals killed 25 days later. The remaining 


16 animals were then divided into two equal groups, 


Chemotherapy 


333 


one of which received a daily dose of 25 mg. of fresh 


- suspension of streptovaricin by stomach tube, while the 


other group served as a control. 

Of the latter group, 6 animals died by the 74th day of 
infection and necropsy confirmed widespread destructive 
tuberculosis. Of the 2 treated animals which died, 
after 9 days and 49 days of treatment respectively, 
necropsy showed that-one had widespread tuberculosis, 
while the second had involvement of the spleen only. 
All the surviving animals were killed after 83 days of 
infection (58 days of treatment). In the remaining 2 
controls widespread tuberculosis of the lungs, liver, and 
spleen was found; of the treated animals, small necrotic 
foci were found in the liver and spleen in:2, but in the 
remaining 5 there were either no tuberculous lesions or 
only minimal ones. It is concluded that in these con- 
ditions streptovaricin not only inhibited the tuberculosis, 
but also caused considerable improvement in progressive 
lesion’ already present when treatment was started. 

Gerald Sandler 


1051. Current Status of Combined Antibiotic Therapy 
C. V. Prytes. Pediatrics [Pediatrics] 21, 1000-1009, 
June, 1958. Bibliography. 


1052. Some Chemical and Medical Aspects of the Anti- 
biotics. [Review Article] . 

G. G. F. Newton and E. P. ABRAHAM. Journal of 
Pharmacy and Pharmacology [J. Pharm. (Lond.)| 10, 401- 
426, July, 1958. Bibliography. 


1053. The Cytostatic Treatment of Malignant Tumours 
with Alkoxyethyleneiminobenzoquinone (Bayer E39). 
(Zytostatische Behandlung bésartiger Geschwiilste mit 
Alkoxyathylenimino-benzochinon (Bayer E 39)) 

B. SCHWERMER and H. W. SCHREIBER. Deutsche medizini- 
sche Wochenschrift [Dtsch. med. Wschr.] 83, 331-338, 
Feb. 28, 1958. 2 figs., 19 refs. 


From the University Surgical Clinic, Bonn, the authors 
report the effect of alkoxyethyleneiminobenzoquinone 
(“‘ E 39”) in the treatment of 45 patients with various 
types of inoperable malignant growth. The drug was 
given intravenously in a daily dosage of 20 to 40 mg. toa 
total dose of 600 to 800 mg., and at the same time and 
when indicated palliative operations were performed and 
x-ray therapy given. The drug produced shrinkage of 
the tumour in some cases; in most cases it caused de- 
pression of the bone marrow, as evidenced by leucopenia 
followed by a fall in the blood platelet and erythrocyte 
counts. Generally there was an increasing loss of 
appetite. Precautionary measures to be taken against 
side-effects are described. Brief clinical and patholo- 
gical details of selected cases are given, and the results 
reported by others reviewed. Serial dilution tests of 
E 39 on various bacterial flora in pure and mixed culture 
are also mentioned. Norval Taylor 
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Infectious Diseases 


1054. ‘* Encephalitis Tremens ”’ 
J. Wricut and D. C. Morey. Lancet (Lancet) 1, 871- 
873, April 26, 1958. 1 fig., 4 refs. 


During a 6-week period in 1956 25 cases of encephalitis 
were seen by the authors at the Methodist Mission Hos- 
pital, Ilesha, Western Nigeria. The ages of the patients 
ranged from 2} to 54 years. The clinical picture was 
characterized by the sudden onset of vertigo and head- 
ache, followed by vomiting, with or without abdominal 
pain, and generalized tremors. A coarse rhythmical 
tremor affecting the head, trunk, and limbs was invariably 
present, and in some cases the tongue was also affected. 
The authors state that there was no true nystagmus, but 
conjugate and horizontal spontaneous oscillatory move- 
ments of the eyes were frequently observed. Many 
patients had a low-grade pyrexia, and slight neck stiffness 
was present in 4 cases. Motor aphasia occurred in 8 
patients and semi-coma, usually lasting for less than 
3 days, in 5 patients. Lumbar puncture was performed 
in 12 out of 25 cases and revealed no abnormality in the 
cerebrospinal fluid. Virus investigations undertaken in 
7 patients gave negative results. 

The authors suggest that the aetiology of this outbreak, 
which they term “ encephalitis tremens”, might have 
been an intoxication from foodstuffs or other sources, 
but was more likely a viral infection. The clinical pic- 
ture appeared to indicate a lesion affecting the cerebrum, 
basal ganglia, and the midbrain. The outcome was 
invariably benign and the syndrome, although alarming, 
was never fatal. There were no permanent sequelae. 

A. G. Freeman 


VIRUS DISEASES 


1055. Neurologic Disorders after Asian Influenza 
F. A. Horner. New England Journal of Medicine [New 
Engl. J. Med.) 258, 983-985, May 15, 1958. 5 refs. 


The author reports 5 cases of involvement of the central 
nervous system (C.N.S.) following influenza, 4 in children 
and one in a young woman aged 20 seen at the University 
of Colorado Medical Center, Denver. The symptoms 
included progressive lethargy, irritability, and stupor 
following an acute febrile illness diagnosed as Asian 
influenza. One patient, a boy of 16 years, recovered 
completely except for a mononeuritis involving the 
posterior interosseous nerve, but another patient, a girl 
aged 3, suffered severe mental and motor damage and 
could not talk, sit, or stand. In a third patient, a girl 
aged 14 who died, necropsy showed alveolar consolida- 
tion and a haemorrhagic purulent exudate in the lungs 
and areas of demyelination scattered throughout the cere- 
brum, midbrain, and cerebellum; in this case the virus 
of Asian influenza was isolated from the lungs, but not 
from the C.N.S. The fourth child, a boy aged 8 years, 
developed cerebellar ataxia, while the adult patient 
suffered from asymmetrical weakness of the lower limbs, 


with retention of urine, facial palsy, nystagmus, and loss 
of sensation up to D8. The deep reflexes were exagger- 
ated, but plantar responses were flexor. After 7 days 
some power of movement of the legs returned. 

The titres of influenzal complement-fixing and haem- 
agglutination-inhibiting antibodies were increased in all 
cases, varying from 1 :64 to 1:512 for the former and 1:32 
to 1:128 in the latter. I. M. Librach 


1056. Encephalitis and Influenza 

J. M. DUNBAR, W. M. Jamieson, J. H. M. LANGLANDS 
and G. H. Smitu. British Medical Journal (Brit. med. 
J.) 1, 913-915, April 19, 1958. 12 refs. 


Four cases showing features of encephalitis and 
associated with influenza are described. They were all 
diagnosed during the recent epidemic and represent an 
incidence of approximately 1 in 10,000 of all patients 
with influenza. Two presented marked symptoms of 
respiratory infection, while 2 were not recognized on 
admission to be associated with influenza. One patient 
died, and at necropsy the findings were consistent with 
a diagnosis of encephalitis as a complication of influenza. 
Influenza A virus of the Asian type was isolated from 
pharyngeal washings of one case, while complement- 
fixation tests yielded significant titres against influenza A 
antigen in the sera of 2 patients. 

The need for detailed investigation of similar cases in 
the future is stressed.—[{Authors’ summary. ] 


1057. The Neurological Complications of Mumps 

R. R. Russet and J. C. Donatp. British Medical 
Journal [Brit. med. J.] 2, 27-30, July 5, 1958. 1 fig., 
19 refs. 


The authors report 18 cases of meningitis and one of 
encephalitis which occurred during an epidemic of 
mumps (287 cases) lasting from February to October, 
1956, among Gurkha troops stationed at Sungei Patani, 
Malaya. The patients were admitted to hospital within 
2 days of the appearance of parotitis. One patient 
developed signs of meningeal involvement 2 days before 
the swelling of the parotid gland, but in the remainder . 
these appeared between one and 8 days after it. The 
symptoms included headache, photophobia, irritability, 
anorexia, vomiting, and pains in the legs, accompanied 
by pyrexia, spinal rigidity, and a positive Kernig’s sign. 
There was no nystagmus and the deep reflexes remained 
unaltered. The leucocyte count varied from 8,000 to 
12,000 per c.mm., with normal differential values. Re- 
covery was rapid and complete in 3 days. 

Neurological examination 4 months later revealed no 
abnormality. In the cerebrospinal fluid, which was 
examined in all cases, the cell reaction was mostly 
lymphocytic, although polymorphonuclear leucocytes up 
to 60°%% were noted in the early stages, the count varying 
from 200 to 800 cells per c.mm. and in some of the cases 
being still raised at the end of 2 weeks. The protein 
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content varied from 60 to 80 mg. per 100 ml. There 
were no other abnormalities. The case of encephalitis 
occurred in a boy aged 14 years who developed mutism 
and grossly abnormal behaviour 9 days after the parotid 
.welling occurred; this patient recovered completely. 
The authors’ cases in general conformed to the clinical 
picture described in the literature. In discussing the 


ase of encephalitis they speculate upon the role of virus’ 


neurotropism and of an allergic reaction to virus protein 
ia its aetiology. I. M. Librach 


058. The Chronology of Circulatory Changes in Polio- 

\. W. Trott, M. D. NEsLINE, and W.T. GREEN. Journal 
cf Bone and Joint Surgery. A. [J. Bone Jt Surg.) 40-A, 
° 45-255, April, 1958. 17 refs. 


The origin of the circulatory changes responsible for 
t ie coldness and cyanosis of the lower extremities which 
«ten follow poliomyelitis has been studied at Harvard 
\ledical School and Children’s Hospital, Boston, Massa- 
ciusetts. For this purpose serial determinations of skin 
aid muscle temperatures have been made in 188 patients 
\. ith unilateral lower-limb paralysis, most of whom were 
o served during the first 3 years of the disease. The 
tiidings in the paralysed limb were compared with those 
ir the sound one and also with the results obtained in a 
control group of healthy subjects. None of the patients 
hid the bulbar or respiratory forms of the disease. 
Ages ranged from 10 months to 29 years, 979% of the 
patients being between the ages of 1 and 14 years. 
Tey were divided into 3 rather arbitrary groups—good, 
fair, and poor—according to recovery from paralysis. 
Temperatures of 7 identical areas of skin and of the mass 
o' the gastrocnemius muscle were recorded, and the 
dita thus obtained were subjected to statistical analysis. 

Significant coldness of the skin was not present in the 
acute stage of the disease. Vasospasm was at first 
sporadic, but in patients with moderate or severe paralysis 
it was definite after 5 to 6 months in all areas of skin 
e\amined, with one exception. The exception was the 
pulp of the great toe, which did not show consistent 
diminution in temperature in any group. The skin over 
the medial malleolus and the medial femoral condyle 
showed a significant degree of coldness even in the group 
with only mild paralysis. The temperature difference 
_ gradually increased during the first 18 months, after 
which it remained constant. The degree of difference 
was directly related to the degree of paralysis. The study 
of muscle temperatures showed a similar relation. In 
patients with mild paralysis there was no significant 
difference in temperature of the gastrocnemius muscle 
at any time during the illness. In those with moderate 
and severe paralysis coldness became apparent in 5 to 6 
months from the onset of the disease. The relative and 
absolute coldness of the muscle in the group with severe 
paralysis was more marked than in the case of the skin 
and, except for single findings in 2 patients, was constant. 
Diminution in temperature in moderate paralysis was 
not so marked or so constant. This finding is closely 
related to the alteration in growth found in different 
degrees of paralysis. E. H. Johnson 
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1059. Glandular Fever: a Field Study ; 

F. G. Hopson, B. Lawson, and M. WiGFiELD. British 
Medical Journal (Brit. med. J.| 1, 845-852, April 12, 1958. 
2 figs., 9 refs. 

In this study, which was carried out in the area served 
by the United Oxford Hospitals over a period of 30 
months (July, 1954, to December, 1956), 1,156 persons 
were examined, of whom 498 were suspect cases of glan- 
dular fever and 658 were contacts of these cases. It was 
possible to follow up only 25°% of the proven cases, that 
is, those with serological or haematological abnormalities, 
until these abnormalities had disappeared, largely because 
clinical recovery often preceded their disappearance by 
weeks or even months. The laboratory investigations 
included Barrett’s modification of the Paul—Bunnell 
test, leucocyte count, and examination of a blood film 
ineach case. The methods are fully described. Accord- 
ing to the results of these investigations the subjects were 
divided into 4 groups: (1) 242 in whom the Paul—Bunnell 
test was positive; (2) 100 in whom it was negative but the 
haematological findings were positive; (3) and (4) 814 
cases in which the test results were doubtful or negative; 
these last 814 cases were therefore excluded from further 
consideration. 

Theré were no deaths in the series and no clinical facts 
not previously reported emerged. The major signs and 
symptoms included pyrexia, malaise, headache, sore 
throat, and enlarged nymph nodes (in over 80% of cases). 
In 79 cases the patient was treated in hospital (average 
period 10 days), but the remaining 263 patients recovered 
at home uneventfully; in 12 of the hospital patients 
there were unusual clinical features, which are briefly 
described. During 1955-6 there was a marked seasonal 
increase in the number of Group-1 cases during the 


period April to July, whereas cases of Group-2 type 


showed no such seasonal change. The incidence was 
highest at ages 20 to 29 years in Group 1, but at 0 to 9 
years in Group 2. Patients in Group 1 showed a high 
female incidence in the age group 10 to 19, whereas in 
Group 2 there was male preponderance over the whole 
age range. (In considering age and sex incidence the 
presence of the large numbers of university students and 
resident nurses in Oxford was allowed for, and did not 
alter the main features described above.) 

In 11 cases an initially negative Paul-Bunnell reaction 
became positive in from 1 to 47 days from the onset of 
illness. Of 222 positive cases, 57 were still so 3 months 
after onset, when they were asymptomatic. In 69°% of 
203 cases the Paul—Bunnell reaction became positive by 
the 14th day and in 94°% by the 28th day of illness, while 
in 64% of 59 cases this reaction reverted to negative by 
the 9th week and in no case was it positive after the 38th 
week of illness. A positive Paul—Bunnell reaction per- 
sisted approximately twice as long as the presence of 
abnormal leucocytes in Group-1 cases. The appearance 
of the peripheral blood film was the same in Group-1 
as in Group-2 cases, but the abnormal cells appeared 
in the blood earlier and disappeared twice as quickly in 
the latter group. A small epidemic at Wheatley Military 
Hospital, near Oxford, showed no obvious attack pat- 
tern, the incubation period varying from 3 days to 15 
weeks. 
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The authors conclude that the unequivocal differences 
in age, sex, seasonal incidence, clinical severity, and 
laboratory findings lend strong support to the notion 
that seronegative and seropositive cases of glandular 
fever are examples of two different diseases, both of which 
are only feebly infective, especially the latter. 

[The evidence that seronegative cases form a distinct 
disease entity is the most valuable contribution made by 
this paper, which should be read in full.] 

I. M. Librach 


1060. The Prognosis of Infective Hepatitis. A Pre- 
liminary Account of a Long-term Follow-up 
E. R. CuLuinan, R. C. Kina, and J. S. Rivers. British 
Medical Journal [Brit. med. J.] 1, 1315-1317, June 7, 
1958. 1 ref. 


The results are presented of a long-term follow up of 
1,293 cases of infective hepatitis occurring among British 
Army personnel in the Middle East in 1942, the data 
being obtained from the replies to individual question- 
aries, 1,030 of which were satisfactory. There was 
recurrence of jaundice within 6 years in 8-3°% of the cases. 
Only in 3-2°% did subsequent ill health last as long as 7 
years. No cases of post-hepatic cirrhosis were encoun- 
tered. Examination of Army records showed that there 
were 4 deaths during the acute attack—that is, within 
one month of the onset of symptoms—a mortality of 
0:28°%. The authors point out that although there were 
95,000 cases of infective hepatitis among British troops 
during the second World War, up to 1957 only 76 men 
had received a pension for disability from hepatic 
cirrhosis, and only in 4 of these cases was there a previous 
history of uncomplicated infective hepatitis which might 
have been a contributory factor. D. Geraint James 


BACTERIAL DISEASES 
Neurological Complications of Pertussis Immuniza- 


1061. 
tion 
J. M. BerG. British Medical Journal (Brit. med. J.] 2, 
24-27, July 5, 1958. 37 refs. 


From the Fountain Hospital, London, the author 
describes in some detail the case of an apparently normal 
8-month-old male infant who developed fits and became 
mentally defective after one injection of diphtheria— 
pertussis vaccine, and goes on to review 107 cases (from 
25 sources) of neurological complications following per- 
tussis immunization reported in the literature. 

In these reported cases the age at inoculation ranged 
from 4 days to 3 years, and the types of vaccine employed 
included fluid, alum-precipitated, aluminium hydroxide 
absorbed, and detoxified formalinized preparations. In 
12 of the recorded cases a combined diphtheria—pertussis 
vaccine was used, in 28 a combined diphtheria—tetanus— 
pertussis vaccine, and in 28 a pertussis vaccine alone. 
No relationship between the type of vaccine and the sub- 
sequent development of complications could be estab- 
lished. The dosage varied from 1-5 to 4:5 thousand 
million Haemophilus pertussis organisms, but the size 
of dose bore no relation to the severity of the reactions 
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noted. In 26 cases the reactions occurred after the first 
injection, in 20 after the second, in 12 after the third, 
and in 3 after the fourth. In 39 cases symptoms occurred 
within 12 hours of inoculation and were manifested by 
listlessness, convulsions, deep coma, pareses, cyanosis, 
hiccup, diarrhoea, vomiting, and pyrexia. Of 37 reported 
cases in which the sex of the patient was recorded, 
26 were in males, and of the 15 deaths reported, 8 
occurred within 48 hours (7 within 24 hours) of inocula- 
tion and 7 at periods varying from one month to 20 
months later. In the follow-up studies, the duration of 
which ranged from 2 to 54 years, the sequelae observed 
were recurrent convulsions (19 cases), paralysis (19), and 
mental retardation (12). Among the possible aetio- 
logical factors considered are hypersensitivity, a specific 
bacterial toxin, constitutional predisposition, pyrogens, 
and accidental injection of the vaccine into a vein. Some 
of the suggested contraindications to active pertussis 
immunization, about which opinions differ, include a 
personal or family history of convulsions or allergy 
and a previous neurological reaction to pertussis vaccine. 
The case described by the author is stated to be the 
seventh of its kind reported in Great Britain. 
I. M. Librach 


1062. Importance of Intravenous Injection of Diphtheria 
Antiserum 

A. TASMAN, J. E. MINKENHOF, H. H. Vink, A. C. BRAND- 
wuk, and J. SmitH. Lancet [Lancet] 1, 1299-1304, 
June 21, 1958. 6 figs., 12 refs. 


This report from the Netherlands National Institute 
of Public Health, Utrecht, and the Wilhelmina Hospital, 
Amsterdam, describes an experimental investigation in 
guinea-pigs of the relative efficacy of intravenous and 
intramuscular injection of diphtheritic antiserum in com- 
bating the effects of diphtheria toxin previously injected 
into the animals. It also describes investigations carried 
out on human subjects in which the antitoxin content of 
saliva and blood was determined at various times after 
the intramuscular and intravenous injection of purified 
diphtheria antiserum. 

It is concluded that the intravenous injection of diph- 
theritic antiserum is much to be preferred to its intra- 
muscular injection in the treatment of human diphtheria, 
the reasons given being as follows. (1) Intravenous 
antitoxin is transported almost immediately to the organs 
concerned, whereas the absorption of intramuscularly in- 
jected antitoxin may not be complete for 4 to 6 days. — 
(2) Excretion of the antitoxin is not more rapid after 
intravenous than intramuscular injection. (3) Anti- 
toxin injected intravenously very rapidly appears in the 
saliva and so prevents absorption of toxin from the 
tonsils and pharynx within a few minutes of its injection. 
whereas after intramuscular injection of the antitoxin 
this may not occur for several hours or even days. 
(4) In the experiments on guinea-pigs it was found that 
myocarditis and fatty degeneration of the heart were less 
common and less severe in animals treated by intra- 
venous injection, and these animals as a group had fewer 
cases of paralysis and also a lower mortality. It is con- 
tended that there is no danger in intravenous injection of 
antiserum if due precautions are taken. The skin test 
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with 0-2 ml. of antiserum is considered especially im- 
portant; if the reaction is negative the authors state that 
intravenous injection will be safe, basing this statement 
en their experience of several hundred patients injected 
with enzyme-purified despeciated horse serum; if the 
reaction is positive very small graded doses of antiserum 
should be injected intramuscularly under the supervision 


cf an experienced person [but it is not made clear when | 


tis process may be stopped and the intravenous injection 
given]. 

[These findings are to be welcomed as confirmation of 
te results obtained by Madsen and others 35 to 40 years 
240. British practice has long recognized the need for 
tve intravenous injection of diphtheria antitoxin in 
s-vere cases, but has not followed this rule strictly in 
moderate or mild cases. The strong lead given by the 
a ithors’ experiments in favour of intravenous antitoxin 
f. r all cases of diphtheria in order to secure the best and 
q tickest results is of considerable interest. But the catch 
ir the situation is the question of safety—the authors 
scem to have been fortunate in the highly refined anti- 
tcxin which they now use. But different batches of anti- 
tcxin may vary in quality, and it was long ago widely 
a cepted that the skin test was unreliable as a safety 
measure; for example, the abstracter at one time had a 
b. tch of antitoxin which yielded positive skin reactions in 
1.0% of a group of normal subjects.] 


H. Stanley Banks 


1063. A Clinical Trial of Chlorpromazine against Bar- 
bi:urates in Tetanus 
D. R. Laurence, E. BERMAN, J. N. ScrAGG, and E. B. 


Avams. Lancet [Lancet] 1, 987-991, May 10, 1958. 
4 refs. 


The authors record a comparative clinical trial of 
chlorpromazine and barbiturates in the treatment of 
tetanus in 75 African and Indian patients admitted to the 
King Edward VIII Hospital, Durban, Natal, who were 
divided at random into two groups in which the treat- 
ment given, in addition to antitoxin, was as follows. 
(1) Barbiturates (38 cases): an adult with typical moder- 
ately severe tetanus received 220 mg. of phenobarbitone 
sodium intramuscularly at intervals of 3 to 6 hours at 
first, amylobarbitone sodium (0-25 to 1 g.) being given 
intramuscularly or intravenously when sedation was 
urgently needed; newborn infants received 60 mg. of 
phenobarbitone sodium every 6 to 8 hours at first, with 
longer intervals after 2 or 3 days because of the cumulative 
action of the drug. (2) Chlorpromazine (37 cases): in 
this group an adult received 100 to 150 mg. intra- 
muscularly every 4 to 6 hours, the total dosage in 24 
hours seldom exceeding 1 g.; similar doses were given 
intravenously when the need was urgent; newborn 
infants were given 20 to 25 mg. of chlorpromazine, 
according to age, at intervals of 4 hours initially, the total 
in 24 hours seldom exceeding 220 mg. In all the cases 
the drugs were administered orally only during the stage 
of recovery. The dose of antitoxin was standardized at 
a high level, suitable for even the most severe cases of 
tetanus. 

Of the 23 adult patients (average age 18 years) who 


were treated with chlorpromazine, about half were able 
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to swallow food successfully and none needed intra- 
venous feeding because of failure to pass a stomach 
tube, whereas 30% of the barbiturate-treated group 
required intravenous feeding. A high mortality (93°%) 
occurred among the 14 infants treated with chlorpro- 
mazine and it is thought that this may have been due to 
chlorpromazine poisoning; the mortality among the 17 
infants treated with barbiturates was 71%. In adults 
the mortality with chlorpromazine was 43°% and with 
barbiturates 52°%. 

The investigation was discontinued after 75 cases had 
been treated because no statistically significant differ- 
ences had emerged and because each treatment had its 
disadvantages. It is concluded that chlorpromazine is 
easier to manage than the barbiturates, since it controls 
the tetanic convulsions without causing loss of conscious- 
ness or giving rise to clinically noticeable respiratory 
depression. R. G. Meyer 


1064. Effect of Chlorpromazine on Muscle Spasm in 
Human Tetanus 


M.N. Barr. Lancet [Lancet] 1, 991-993, May 10, 1958. 
1 fig., 5 refs. 


The author reports, from Queen’s College, Dundee, a 
case Of tetanus with mainly local manifestations in which 
full sedative doses of phenobarbitone were ineffective, 
but in which the spasms were relieved by treatment with 
chlorpromazine. 

The patient, a girl aged 11, was admitted to hospital 
following an injury to her foot complaining only of 
trismus and hunger because of inability to separate her 
teeth more than 1 cm. Examination showed a suppurat- 
ing punctured wound on her right sole; muscular spasm 
held the right foot in inversion and plantar flexion, and 
the right knee was flexed; both knee and ankle jerks 
were exaggerated, with poorly sustained clonus, but arm, 
abdominal, and plantar reflexes were normal. Initial 
treatment consisted in antitetanus serum, penicillin, and 
intravenous fluids. The administration of sodium 
phenobarbitone produced deep sedation, but the trismus 
and the spasm of the right leg became worse. On the 
3rd day treatment with chlorpromazine was tried, 20 mg. 
of this drug being given by slow intravenous infusion, with 
almost immediate dramatic effect, the interdental distance 
increasing to 2:5 cm. and the tendon reflexes and limb 
spasm disappearing. Subsequent doses of chlorpro- 
mazine reduced trismus for 5 or 6 hours and limb spasm 
for a variable but shorter period, but the effect of the 
first dose given during phenobarbitone sedation was 
never equalled by subsequent and larger doses; 
thiopentone, given during chlorpromazine therapy, tem-— 
porarily but considerably increased the interdental dis- 
tance, suggesting that a combination of phenobarbitone 
and chlorpromazine, as used by other investigators, 
might be superior to chlorpromazine alone. Although 
this finding was not tested by parenteral dosage, it was 
apparently supported by the response to oral administra- 
tion of the two drugs. There were no complications 
during treatment and frequent examinations of the 
blood and urine for evidence of jaundice or of depression 
of the bone marrow gave negative results. 


R. G. Meyer 
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1065. Tuberculosis Case-finding by Mass Radiography 
L. A. McDoweLi. Lancet [Lancet] 1, 632-635, March 
22, 1958. 1 fig., 7 refs. ¥ 


This is an account of the development of mass radio- 
graphy in the Birmingham region from 1951 to 1956, with 
particular reference to tuberculosis case-finding. Prior- 
ity was given to the examination of patients referred by 
general practitioners, contacts, persons exposed to the 
risk of developing chronic respiratory disease, and young 
adults. In 1951 there were 3 mass radiography units; 
by 1956 there were 7 units, one of which was a static 
unit in Birmingham. More than 1,000 cases of active 
tuberculosis were discovered annually, about half of 
them infectious. In 1952 7-5 cases were found for every 
1,000 persons examined; by 1954 the corresponding 
figure was 3-4, but there was no further decline by 1956. 
The Birmingham static unit discovered about one-third 
of the total cases. The largest proportion of cases of 
tuberculosis was found among doctors’ patients—22-9 
for every 1,000 patients referred in 1952, declining to 
12:5 in 1956; the corresponding figures for all other 
groups examined were 4-4 and 1-9 per 1,000. As many 
as 95°% of the cases which came to light had not been 
previously found by other means. In 1955 and 1956 
about 30° of the total of the cases notified in the region 
were found by the mass radiography service, and in 
some areas where doctors’ sessions were held this pro- 
portion was even greater—about 40 to 50%. 

T. M. Pollock 


1066. A Single Tuberculin Test for Epidemiological Use: 
Comparison of Four Tests. A Report to the Research 
Committee of the British Tuberculosis Association 
BriTISH TUBERCULOSIS AssOCIATION. Tubercle [Tubercle 
(Lond.)| 39, 76-83, April, 1958. 2 refs. 


Under the direction of the Research Committee of the 
British Tuberculosis Association four types of tuberculin 
test were investigated from the point of view of ease of 
performance, consistency of results, ease of reading, 
reproducibility, and effectiveness in detecting the tuber- 
culin-positive state. 

The four tests were as follows: (1) The Mantoux test, in 
which 0-1 ml. containing 5 t.u. of P.P.D. without added 
thiomersal was injected intradermally on the flexor 
aspect of the forearm, the test being repeated in another 
area of skin at least 7-5 cm. away if the first test 
gave a negative result; an area of induration of 5 mm. 
or more in diameter was taken as a positive reaction. 
(2) The Heaf test, which was performed with the 
standard multiple-puncture apparatus and P.P.D. in a 
concentration of 2 mg. per ml.; Grade-I reaction (4 to 
6 papules of induration) was accepted as the minimum 
positive response. (3) The von Pirquet test, in which a 
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scratch 6 to 12 mm. in length was made with a special 
instrument through a drop of P.P.D. in a concentration 
of 2 mg. per ml.; an induration area of 4 mm. or more 
across the line of the scratch was regarded as a positive 
result. Lastly (4) the jelly test, in which patches of old 
tuberculin jelly and of control jelly without O.T. were 
applied to the skin of the back between the scapulae, 
covered with plaster, and the result read on the third 
day; a positive result consisted in the appearance of 4 
or more vesicles in the area of the tests. 

The results on all counts were in favour of the Mantoux 
and Heaf tests. The jelly test has as its only advantage 
the fact that no skin puncture is required, but otherwise 
it is not recommended. The von Pirquet test is not 
customarily used.in this country, but even when allow- 
ance had been made for the unfamiliarity of the operators 
with the test, it still remained surprisingly unsatisfactory 
in comparison with the other two tests. Both the 
Mantoux and Heaf tests gave results which were easy 
to read with confidence, were reproducible to a high 
degree, and which also agreed very well with each other 
in the percentage of positive results obtained; the 
Mantoux test, in fact, gave a slightly higher percentage 
of positive results than the Heaf test; of 10 clinicians 
using both tests, 8 preferred the Heaf test. It is con- 
cluded that both the Heaf test and the Mantoux test 
with 5 t.u. are suitable as a one-stage test for the tuber- 
culin-testing of large numbers of subjects. 

John M. Talbot 


1067. An Analysis of 3,485 Tuberculosis Contacts in the 
City of Edinburgh during 1954-1955 
R. G. Loupon, J. WILLIAMSON, and J. M. JOHNSON. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 77, 623-643, April, 1958. 11 figs., 
17 refs. 


The intensive treatment of tuberculosis with antituber- 

culous drugs has led to a dramatic reduction in the death 
rate from this disease and to a decline in the morbidity 
rate. As a result the known pool of infection has been 
reduced; thus the number of infectious cases in the City 
of Edinburgh outside the hospitals was between 300 and 
400 in 1954, whereas a year later there were only 45 such 
cases. 
For these reasons contact with a known source of 
infection assumes greater significance, and the authors 
therefore undertook a survey extending from June 1, 
1954, to May 31, 1955, of 3,056 out of 3,485 persons who 
were known contacts of tuberculous patients treated at 
the Royal Victoria Dispensary, Edinburgh. All contacts 
up to 25 years of age (1,259) were tuberculin-tested by 
the Heaf multiple-puncture method, and all over 3 years 
of age were also examined radiologically. The attend- 
ance rate up to the age of 14 years was over 93%, from 
15 to 24 years it was 84°%, from 25 to 40 years it was 90%, 
while beyond that age it fell off to about 70%. 
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The contacts were grouped according to the bacterio- 
logical result in the source cases, namely, contacts of 


those patients in whom (1) the sputum was positive on. 


microscopy; (2) the sputum was always negative on 
microscopy but positive on culture; (3) the gastric con- 
tents or laryngeal swab gave a positive result on culture 
but in which there was no sputum; and (4) the sputum, 


gastric contents, and laryngeal swab all gave a negative 


result. Analysis showed the tuberculin reaction to be 
positive in 25-5°%% of contacts of Group 4, in 38-4% of 
contacts of Group 3, and 48-8°% of contacts of Group 1. 
The differences between these groups were statistically 
significant. Of the 3,056 contacts, 115 were found to 
have respiratory tuberculosis; it is noted, however, that 
of these 115, only 7 developed the lesions after their first 
‘isit to the Dispensary, having been tuberculin-positive at 
he first visit, and that 6 did so within 6 months of the 
irst visit. Franz Heimann 
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‘068. The Causes and Characteristics of Relapse in 
“ulmonary Tuberculosis in Adults. (Conditions d’appari- 
‘ion et caractéres des rechutes de la tuberculose pul- 
aonaire de l’adulte) 

BERNARD, R. Préron, J. LuNeEL, C. FAsre, and A. 
Revue de la tuberculose [Rev. Tuberc. (Paris)] 
“2, 1-24, Jan., 1958. 18 figs., 34 refs. 


The authors have studied the causes and character- 
istics of relapse of pulmonary tuberculosis in 234 patients, 
‘43 men and 91 women, re-admitted to the Hépital 
l.aénnec, Paris, between 1955 and 1957. During this 
period, of the total number of patients discharged 
(1,278), relapse occurred in 343 (26-8°%), but 109 of these 
cases were excluded from the survey as the previous 
aitack had preceded the era of chemotherapy. Relapse 
was defined as fresh radiological or bacteriological 
evidence of disease supervening at least 6 months after 
cessation of treatment for the preceding attack, such 
treatment having ended with a negative sputum and 
radiological evidence of healing or quiescence. (These 
two criteria were not fulfilled in some cases otherwise 
showing clinical improvement.) 

For both sexes the relapse rates for the three following 
age groups were: 15 to 29, 33-89%; 30 to 49, 53%; and 50 
and over, 13-2%. The rate was higher for women than 
for men in the youngest age group, but higher for men 
in the oldest age group. The relapse was a first recur- 
rence in 148 cases (63-6°%), a second in 61, a third in 18, 
a fourth in 6, and a fifth in one. In 24-2°% of the cases 
it was severe, in 51-6°% it was of moderate severity, and 
in 24-2°% it was slight. The preceding attack had been 
of the following types: (1) with cavitation in 646%; 
(2) infiltrative in 19-6°%%; and (3) nodular and discrete in 
15-4°%, while in the recurrent attack these proportions 
were 77:9, 4-7, and 15-7% respectively. Cases treated by 
combined chemotherapy and collapse therapy showed a 
lower relapse rate. Over one-third of relapsed cases 
had been treated for less than 3 months, and only 25% 
for more than 9 months; 67% of recurrences appeared 
within 3 years of ceasing treatment and affected the same 
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pulmonary site in 65°%%. The sputum was positive in 
92:3% of relapsed cases, but in only 47-8°% were the 
organisms sensitive to all the three antituberculous drugs 
employed (streptomycin, PAS, and isoniazid), while 
52-2% were resistant to one or more of these agents. A 
significant year-to-year increase in the proportion of 
cases resistant to isoniazid and streptomycin was noted, 
rising from 10-9°% in 1955 to 24-5% in 1957—a finding 
which adversely affects the prognosis in relapsed cases. 
The results of treatment in these cases must in the mean 
time be provisional, but so far they have been good or 
very good in 34°%, have shown partial clearing in 41-8°%, 
no change in 18-2°%, while in 6% there has been aggrava- 
tion of the disease or death. V. Reade 


1069. The Fate of the Patient with Persistent Cavitation 
and Noninfectious Sputum (‘‘ Open-negative ’’) after Dis- 
charge from the Hospital 

R. F. Corre and F. A. BLALock. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 


‘71, 764-777, May, 1958. 19 refs. 


Between July, 1953, and December, 1956, 159 tuber- 
culous patients with cavitary disease and negative sputum 
(so-called “‘ open-negative’’) were discharged from 
Battey State Hospital, Rome, Georgia, and these have 
now been followed up for periods ranging from 3 months 
to 4 years. All the patients had had long periods of 
chemotherapy and their sputum had been negative for an 
average of 16 months before leaving hospital. Treat- 
ment was continued after their discharge. Surgery had 
been refused by 37 patients; 122 patients were thought 
unsuitable for surgery because of the extent of their 
disease or because of poor general health. In 11 patients 
(7%) the sputum became positive again after discharge; 
a further 3 patients showed clinical or radiological 
deterioration without sputum conversion. There were 
6 deaths, none of them due to tuberculosis. Of the sur- 
vivors, all but 3 were partly or fully ambulant, but only 
76 were working part- or full-time. Only one patient, 
whose sputum reverted to positive and who refused 
further treatment, was considered a public-health menace. 
It was found possible to discontinue drug therapy in 38 
cases, none of which relapsed. Nine patients showed 
radiological improvement, and in 6 of these the cavity 
apparently closed. There was no difference in the re- 
lapse rate between those who had refused surgery and 
those considered unfit for it. P. Mestitz 


1070. Tuberculous Pleurisy with Effusion in Children. 
A Study of 202 Children with Particular Reference to 
Prognosis 


E. M. Lincotn, P. A. Davies, and S. BovorNkITTI. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 77, 271-289, Feb., 1958. 5 figs., 
17 refs. 

The prognosis in tuberculous pleurisy with effusion in 
children was studied in 202 consecutive patients seen at 
the Chest Clinic of the Children’s Medical Service, Belle- 
vue Hospital, New York, between October, 1930, and 
May, 1956. The series included 26 children in whom 


pleurisy was either accompanied or preceded by forms of 
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tuberculosis with a serious prognosis, and these cases are 
considered separately. Of the remaining 176, the greatest 
number occurred in June and July, the autumn appearing 
to be the least likely time for pleurisy to develop. The 
interval between the initial diagnosis of tuberculosis and 
the onset of the pleurisy was estimated in 34 cases and 
found to be less than 6 months in 21. Analysis of the 
incidence of effusions in various age groups showed that 
44-9°%% occurred in children aged 5 to 9 years and only 
21-6°% in children aged 10 to 13 years. Pleurisy with 
effusion was more common in boys than girls and was 
more frequent on the right side than on the left. The 
effusion was on the same side as the primary complex 
in approximately two-thirds of the cases; no evidence of 
a primary focus could be found in 20%. 

In over half the patients there was pleural thickening 
for at least 5 years after the effusion; this persisted in the 
majority for the duration of the follow-up observations. 
Definite contraction of the hemithorax was a sequel of 
the pleurisy in 13 patients, and in 21 there was scoliosis 
which was thought to be due to the effusion. Chronic 
pulmonary tuberculosis developed later in 10 cases 
(5:7%). The authors draw attention to the small num- 
ber of children developing chronic pulmonary tuber- 
culosis following tuberculous pleurisy compared with 
adults. G. M. Little 


1071. Cycloserine in the Treatment of Drug-resistant 
Cases of Pulmonary Tuberculosis 

M. WEINBERGER, D. C. Linpars, and M. A. PASHA. 
Tubercle [Tubercle (Lond.)| 39, 96-102, April, 1958. 21 
refs. 


Cycloserine in doses of 250 mg. 3 to 4 times daily was 
given at Dagenham Hospital, Essex, to 16 patients with 
advanced tuberculosis and drug-resistant bacilli, 11 of 
them receiving the treatment for 12 weeks or longer. Of 
these patients, 10 showed clinical improvement and in 3 
there was also radiological improvement. There was a 
reduction in the excretion of tubercle bacilli in 6 cases, 
only temporary in 2 of them. After 12 weeks’ treatment 
3 of 5 cultures showed increased resistance to cyclo- 
serine. Convulsions occurred in 3 patients on doses of 
1 g. cycloserine daily, with one death. The authors 
conclude that cycloserine may be useful where other 
forms of chemotherapy have failed, but that great care 
is necessary in the selection of patients, while dosage 
should not exceed 750 mg. daily. B. Golberg 


1072. Review of the English Language Literature on the 
Clinical Uses of Chemotherapy in the Treatment of Pul- 
monary Tuberculosis, 1954-55-56 

R. S. MitcHett and G. C. Bower. Bulletin of the 
International Union against Tuberculosis [Bull. int. Un. 
Tuberc.] 28, 13-45, Jan.—April, 1958. Bibliography. 


1073. The Role of Chemotherapy and Antibiotic Therapy 
in Pulmonary Tuberculosis (an Analysis of the Chief 
French Publications which Appeared in 1954, 1955 and 
1956) 

P. MARLAND. Bulletin of the International Union against 
Tuberculosis (Bull. int. Un. Tuberc.] 28, 46-71, Jan.—April, 
1958. Bibliography. 
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1074. Bronchography in Pulmonary Tuberculosis. Stu- 
dies on Its Value in Patients Being Considered for Surgery 
D. L. MERRILL and P. C. SAMSON. American Review of 


Tuberculosis and Pulmonary Diseases [Amer. Rev. Tuberc.}_ 


77, 561-592, April, 1958. 15 figs., bibliography. 

From the evidence in this study, considered together 
with other workers’ recorded experience, the following 
general conclusions seem justified. Bronchiectasis in 
which terminal bronchostenosis of the segmental bron- 
chus is demonstrated is usually the concurrent and 
early end-result of advanced parenchymal disease or of 
tuberculous endobronchitis. With such a _broncho- 
graphic finding the question of persistent disease and of 
the viability of ‘‘ nonculturable” tubercle bacilli be- 
comes much more acute; the incidence of recurrence 
may be considered sufficiently high to warrant resection. 
This holds equally true for “ initial’? as well as for 
re-treatment ”’ patients. 

Bronchiectasis in tuberculosis is evidence of previous 
or currently active disease in the segment involved. In 
the absence of terminal segmental stenosis, there is 
usually bronchiolar filling which indicates functioning 
lung with minimal disease. Whether or not these seg- 
ments should be removed is questionable. The value of 
resecting or preserving such segments must be weighed 
according to the extent of other areas of involvement, 
the problems of postoperative space management, the 
susceptibility of the patient’s tubercle bacilli to the 
available chemotherapeutic agents, and the patient’s 
clinical course. At the present time the writers are not 
resecting additional segments on the bronchographic 
evidence of associated bronchiectasis alone. Saccular 
bronchiectasis (either nonspecific or tuberculous), especi- 
ally of the apical regions of the lung, is often the late 
result of ** chronic fibroid tuberculosis ’’ and may repre- 
sent a source of infectious sputum or of recurrent hemo- 
ptysis, especially in older patients. Such lesions may 
require surgical treatment. 

The demonstration of cavities by direct filling with the 
bronchographic agent is sporadic and unreliable. Bron- 


chography is of proved value in the diagnosis and — 


evaluation of major bronchial disease associated with 
adjacent lymphadenopathy. Bronchography is of special 
value in evaluating the pathologic status of patients who 
have had previous surgery with recurrent or progressive 
disease. It has also proved useful in evaluating the 
effect of surgery in selected cases. Bronchography is 
indicated prior to almost any surgical approach to the 
treatment of pulmonary tuberculosis. The preoperative 
delineation of anatomic and architectural anomalies, the 
demonstration of lobar, segmental, or sub-segmental 
involvement (especially in contracted areas of lung), and 
the occasional finding*of an unsuspected, but frequently 
significant, condition (such as a spontaneous broncho- 
pleural fistula or nontuberculous basilar bronchiectasis) 
may be apparent with no other diagnostic technique. 
Bronchographic findings in pulmonary tuberculosis are 
informative and of value in planning resective surgery, 
especially in patients with drug-resistant infections, in 
the management of residual lesions, and in the evaluation 
of residual disease following prior operation.—[Authors’ 
summary.] 
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Venereal Diseases 


1075. A Pilot Scheme of Venereal Disease Control in 
East Africa 

W. Laurie. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.) 34, 16-21, March, 1958. 21 refs. 


The East African Medical Survey was instituted 10 
-ears ago in order to obtain information on the relative 
‘mportance of the major diseases in British East Africa 
_nd to initiate schemes of control. This paper concerns 
» pilot scheme for the control of venereal disease in the 
3ukoba district of Tanganyika, an area where, though 
tne people are rich by local standards and social services 
ire good, the population has been decreasing rapidly 
i. spite of these physical advantages. At the local 
hospital the male ward for venereal diseases rarely has 
i-wer than 12 beds continually occupied by patients 
vith gonorrhoeal stricture and its sequelae, and the 
local medical officers agree that gynaecological compli- 
cations of gonorrhoea are a serious and common cause 
of ill health. A high incidence of gonorrhoea was easy 
1» detect among adult males, while 15% of all the patients 
examined showed positive reactions to serum tests for 
s\philis, low-titre positive reactions being disregarded 
as these are considered more likely to be indicative of 
past malaria or of yaws in childhood than of true latent 
s:philis. Examination of the patients was carried out 


by the Survey’s field medical teams, and the treatment 
and the laboratory investigations were successfully con- 


trolled by experienced European technicians. Work on 
the Bukoba pilot scheme began in March, 1952 and, 
after a 6-month demonstration period, was handed over 
by the Medical Survey team to the local medical ser- 
vices. All patients with gonorrhoea were given an intra- 
muscular injection of 300,000 units P.A.M. on 2 
successive days, while patients with syphilis received 
a total of 2-4 mega units of P.A.M. given over periods 
of one to 4 days. [No follow-up investigation is 
reported.] 

The author [rightly] considers that it is a waste of 
drugs to treat only the promiscuous males, as is done 
in the treatment centres of the larger towns, and argues 
that strict measures should be introduced for the control 
of prostitution. In the large towns, for example, 
attempts should be made to house the wives and families 
of the male workers who come in from country districts. 
He concludes that ‘‘ in East Africa, as elsewhere in the 
colonies, the main stumbling-blocks to control of the 
venereal diseases and treponematoses are lack of trained 
staff, lack of laboratory facilities, and lack of money ”’. 
He suggests that the problem of the control of venereal 
disease is so difficult that it is likely to be beyond the 
resources of any one country and that it would seem 
reasonable to ask for help from the World Health 
Organization, particularly in the present case, since 
Tanganyika is a United Nations Territory. 

G. L. M. McElligott 


1076. The Treponemal Immobilization (T.P.I.) Test. 
(Le test d’immobilisation des tréponémes (T.P.I.)) 

N. Harpy. Biologie médicale (Biol. méd. (Paris)| 47, 
181-224, March-April, 1958. 7 figs., 45 refs. 


The technique used in performing the treponemal 
immobilization (T.P.I.) test at the Hépital Saint-Lazare, 
Paris, where some 20,000 sera have now been tested, is 
described in considerable detail. The high specificity of 
the test is emphasized and the technical factors which 
may influence its sensitivity and also its reproducibility 
are discussed. 

The author states that a qualitative T.P.I. test suffices © 
for diagnostic purposes, but when the test is used to 
follow the serological response to treatment a quanti- 
tative technique becomes essential, the immobilization 
titre (IT 59) being defined as the greatest dilution of serum 
which will immobilize 509% of the treponemes under the 
test conditions. It is suggested that titres should be 
classed in three groups: “* low” (<1:100), “* moderate ” 
(1:100 to 1:1,000) and “ high ” (>1:1,000). When the 
titre of a patient’s serum passes from one group to an- 
other the change is of sufficient magnitude to be signifi- 
cant, but variations within the same titre group are not 
necessarily so. 

Because the results of serial tests on a sufficiently large 
number of individual patients were not available the 
effect of treatment on the level of immobilizing antibody 
was examined by comparing the serum titres obtained in 
groups of untreated and of treated patients at various 
stages of the infection. In 24 patients with untreated 
secondary syphilis the titres usually lay between 1:500 
and 1:1,000 and tended to be higher in those in whom 
the disease was of longer duration. Among 37 patients 
who had been treated for secondary syphilis several 
months previously antibody levels were definitely lower 
than those in the untreated group. Out of 20 patients 
with untreated symptomatic late syphilis, 15 had titres of 
over 1:1,000, but in 32 similar treated cases the levels 
tended to be lower, and in this group the highest titres 
were found in patients whose treatment was of recent 
date. This suggests that even when treatment is given 
late in the disease it may be followed by a lowering of 
the level of immobilizing antibody. No preponderance 
of any titre group was found in 59 patients with un- 
treated latent syphilis, but only 9 out of 105 patients 
with treated latent syphilis showed titres of over 1:1,000 
and these 9 had been treated less than 2 years before the 
test was performed. In contrast, the patients who 
showed the lowest titres (<1:100) had been initially 
treated 5 to 10 years previously. 

[The significance of the persistence of immobilizing 
antibody after adequate treatment by current standards 
is not yet known. Such persistence by itself, however, 
is not generally regarded as an indication for further 
treatment.] A. E. Wilkinson 
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1077. Diethylcarbamazine (Hetrazan) in Tropical Eosino- 
philia 

R. D. GANATRA, U. K. SHETH, and R. A. Lewis. Indian 
Journal of Medical Research [Indian J. med. Res.) 46, 
205-222, March, 1958. 8 figs., 19 refs. 


In a study reported from Seth G. S. Medical College, 
Bombay, 94 patients with the clinical syndrome of tropical 
eosinophilia were treated with diethylcarbamazine. Of 
the various dosage schedules employed, 13 mg. per kg. 
daily for 8 days appeared slightly superior to 6 mg. per 
kg. daily for the same period. A control group of 30 
patients received no treatment, and another of 27 patients 
were given 0-26 g. carbarsone twice daily for 10 days. 


All those treated with diethylcarbamazine did signifi- 


cantly better than the untreated controls, and at least as 
well as the patients given carbarsone. Diethylcarba- 
mazine actually led to an earlier reduction in eosinophil 
count and speedier clinical recovery than did carbarsone. 
Initial exacerbation of symptoms was common. 

The mode of action of diethylcarbamazine, like that 
of the arsenicals, the effectiveness of which was also dis- 
covered accidentally, remains unexplained. There was 
no evidence that it acts by eliminating concurrent intes- 
tinal parasitism, and earlier investigators have never been 
successful in finding microfilariae in the blood of 
patients with tropical eosinophilia. Its advantage over 
the arsenicals is considered to lie in its lack of toxicity 
in the dosage used. Max Mayer 


1078. Clinical Evaluation Studies in Lepromatous 
Leprosy. Second Series: Isoniazid and Diasone (Dia- 
midin), Isoniazid and Dihydrostreptomycin; also a Pilot 
Study with Streptohydrazid 

J. A. Dou.., J. N. Ropriquez, A. R. Davison, J. G. 
TOLENTINO, and J. V. FERNANDEZ. Jnternational Journal 
of Leprosy (Int. J. Leprosy] 25, 173-192, July-Sept., 1957 
[received June, 1958]. 1 ref. 


The authors describe a study in the treatment of leprosy 
with different remedies carried out simultaneously at 
Eversley Childs and Central Luzon Sanitaria in the Philip- 
pines and Westfort Institution in South Africa. The 
patients selected for the trial, which lasted 48 weeks, were 
divided into 3 groups—designated A, B, and C—matched 
for age, sex, stage of disease, and previous therapy. 
Group A received diasone (diamidin) alone in tablets of 
0-3 or 0-33 g., one tablet every second day for 3 weeks 
and then daily for 3 weeks, 2 tablets daily for the third 
3 weeks, and 3 tablets daily thereafter. Group B 
received, in addition to the above dosage of diasone, 
10 mg. of isoniazid per kg. body weight daily. Group C 
were given the above isoniazid dosage with 1 g. of 
dihydrostreptomycin intramuscularly twice weekly. At 
the Westfort Institution this last group was given sodium 
PAS in addition in doses up to 15 g. daily. 

The treatment was well received, and the small fraction 
who did not complete the 48-week course was much the 
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same size in all 3 groups. There were large differences 
between the findings in the 3 stations. At Central Luzon 
Sanitarium 17-6°% were improved and at Eversley Childs 
Sanitarium 8-7°%, while at Westfort Institution 61-89% 
were improved. It is noted, however, that the proportion 
of each group showing improvement was approximately 
the same at each institution. The authors cannot decide 
whether these differences were due to difference in. 
response between patients in South Africa and the 
Philippines or to difference in assessment by observers. 
Of the other factors evaluated by the authors in relation 
to progress, age and sex had no obvious influence on 
prognosis. Previous sulphone therapy appeared to have 
a deleterious effect. Erythema nodosa leprosum was 
noted in one-third of the Philippine cases, but only in 
one-eighth of the African cases, at the start of treatment. 
It occurred for the first time in many patients during 
therapy, but there was no significant difference between 
the groups in this respect and its occurrence had no prog- 
nostic significance. 

In a small pilot study with streptohydrazid also re- 
ported the results were approximately the same as with 
the other three forms of therapy. William Hughes 


1079. Plasma Cholinesterase and Other Liver Function 
Tests in Hepatic Amebiasis 

G. B. Maait and J. H. KittouGu. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 51, 333- 
344, March, 1958. 2 figs., 28 refs. 


The authors report an evaluation of 7 tests of hepatic 
function—namely, plasma cholinesterase; ‘“‘ bromsul- 
phalein” retention; serum bilirubin; cephalin, thymol, 
zinc, and phenol turbidity tests—in 101 Egyptians in 
Cairo who were passing Entamoeba histolytica in their 
stools and 46 of whom had, or were suspected to have, 
liver involvement. Control values were obtained at the 
same time from healthy Egyptians. Three basic criteria 
were used in the diagnosis of hepatic involvement: liver 
tenderness, pyrexia, and leucocytosis. The patients were 
divided into 3 groups according to their clinical state: 
Group I (55 patients) had no evidence of liver involve- 
ment; Group II (41 patients) manifested at least 2 of the 
3 diagnostic criteria and were considered probably to 
have liver involvement; and Group III (5 patients) had 
hepatic abscess demonstrated by necropsy or aspiration, 
with the basic criteria present in all cases. 

The plasma cholinesterase test was the only one which 
gave a significant proportion of abnormal results in both 
Group II (13 of 21 patients tested, or 62°,) and Group 
III (all 3 tested, or 100°%) as compared with Group I 
(2 of 25 patients tested, or 8°%). The bromsulphalein 
retention and phenol turbidity tests showed an increased 
proportion of abnormal results in Group II and a signifi- 
cant difference in Group III as compared with Group I. 
The cephalin turbidity test gave a high proportion of 
abnormal results in Groups II and III, but there were 
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also many abnormal results in GroupI. The other three 
‘ests showed no significant trends to indicate hepatic 
amoebiasis. It was concluded that, of the liver func- 
‘1on tests studied, the plasma cholinesterase was the most 
useful in indicating involvement of the liver in proved 
amoebiasis. W. H. Horner Andrews 


nchocerciasis 


A. W. Wooprurr, S. Bett, D. S. Ripiey, and F. D. 
SCHOFIELD. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. roy. Soc. trop. Med. Hyg.] 
52, 97-108, March, 1958. 12 refs. 


After a short historical survey of onchocerciasis the 
cuthors present an analysis of the clinical and epidemio- 
logical features in 76 infected patients (72 Europeans) 
in whom the diagnosis was confirmed by identification 
cf the microfilariae and in 59 cases diagnosed clinically, 
tie criteria in the latter group being the presence of a 
1ash and a history of pruritis, residence in an endemic 
itea, over 10% of eosinophil granulocytes in the differen- 
t al leucocyte count, and a positive result in the filarial 
sxin test. Only the 76 confirmed cases are discussed in 
this paper. The minimum period spent by any patient 
in an endemic area (64°%% of them had been in West 
/frican territories) was one year, and the maximum 
period 30 years. Some patients had lived for long periods 
in endemic areas and had long been infected, while others 
had only recently become infected. 

Symptoms had been present for 6 months or less in 12 
patients and 15 years or more in 4, while 16 had no 
symptoms and the diagnosis was made at a routine 
examination. Pruritis was the presenting symptom in 
52 patients, in 33 of whom the back and buttocks only 
were affected. A rash was present in 37 cases, being 
associated with pruritis in 35 and non-irritating in 2. 
Nodules were found in only 18 patients (23-6%), 7 


. 0f whom had coincidental ocular lesions; in only one 


o* these cases were the nodules on the scalp. The aver- 
age period of residence overseas was about the same for 
patients with nodules as for those without, though the 
shortest period was 2 years and 5 months. Ocular 
involvement was noted in 26 patients, but was slight in 
4 and had caused no symptoms whatever in 8. The 
authors believe that this high incidence (34°%) suggests 
that ocular lesions may occur even in light infections 
and be “ early instead of being late manifestations ” of 
the disease, contrary to the opinion usually expressed 
hitherto. The skin reaction was positive in 58 (77%) 
of the 76 patients and the complement-fixation test with 
Dirofilaria immitis antigen was positive in 48. In 40 
cases there was an eosinophilia of 10°% or more. 
Treatment was given to 74 patients, 44 receiving di- 
ethylcarbamazine, 27 both diethylcarbamazine and “‘ an- 
trypol (suramin), 2 “‘ carparsolate ”, and one TWS6 
[? TWSb]. In all cases the eyes were examined before 
Starting treatment. If no ocular lesions were detected 
diethylearbamazine in a dosage of 3 mg. per kg. body 
weight daily was given for 2 days, then 6 mg. per kg. for 
2 days followed by 9 mg. per kg. for 2 days and 12 mg. 
per kg. for 15 days. When ocular lesions were present 


the initial dosage was 1 mg. per kg. body weight daily, 
this being reduced to half if involvement became acute. 
Allergic_effects were observed “‘ constantly’. A single 
course of diethylcarbamazine was given to 33 patients, two 
courses to 7, three courses to 2, and four courses to 2. 
The second and subsequent courses were necessary 
because of recurrence of symptoms, the second course 
being usually required 3 months after the first, but further 
courses at longer intervals. Corneal lesions were 
resolved rapidly by treatment. 

Suramin was given in an initial dose of 0-2 g., followed 
by 1-0 g. at weekly intervals for 4 or 5 weeks. If albumin 
and casts were present in the urine the drug was not 
used, and if albuminuria developed during treatment the 
drug was withdrawn immediately. In 27 cases suramin 
was given with a varying number of courses of diethylcar- 
bamazine, the total dose of suramin being less than 
3 g. in 8 cases and more in 19. In 5 treatment had 
to be stopped because of albuminuria. This com- 
bined treatment produced good results, with no relapses 
to date. Mention is made of 2 cases treated with sura- 
min alone, but the results were unsatisfactory; one of 
these patients, a child, received a total of 2:4 g. of sura- 
min and 3 months later was worse, when a course of 
diethylcarbamazine was successfully given. The authors 
conclude from this that ‘* although the use of antrypol 
appears to augment the therapeutic effect of diethyl- 
carbamazine its use alone is unsatisfactory ”’. 

B. G. Maegraith 


1081. Studies on Filariasis in Malaya: the Effect of 
Residual Insecticides on Mansonia (Mansonioides) longi- 
palpis 

R. H. WHARTON and F. L.S. Marta. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.] 52, 
93-102, March, 1958. 1 fig., 13 refs. 


A study of the effect of various residual insecticides on 
the vectors of Wuchereria malayi is reported from the 
Institute for Medical Research, Kuala Lumpur, Malaya. 
The insecticides were applied inside wooden huts baited 
by man, Mansonia (Mansonioides) longipalpis, the main 
vector, entering the huts at night and being caught in 
window traps before morning. The most effective in- 
secticide was dieldrin in a dosage of 100 mg. per sq. 
foot (1,100 mg. per sq. m.); this killed 100% of the 
insects for 2 months and over 50% for 6 months; at 
half this dosage the death rate fell below 50% by 3 
months. ‘y-Benzene hexachloride in a dosage of 100 mg. 
per sq. foot killed 100°% at first, but only 50% after 4 
months. Dicophane (DDT), 500 mg. per sq. foot 
(5,500 mg. per sq. m.), killed less than 100° initially and 
the death rate fell to 50°%% after 5 months. The insecti- 
cides did not significantly alter the behaviour of the 
mosquitoes in the huts. M. uniformis and M. annulatus 
were as sensitive as M. longipalpis. Culex pipiens fati- 
gans was killed by 200 mg. of dieldrin per sq. foot 
(2,200 mg. per sq. m.), the rate being about 80% after 
5 to 6 months. It is considered that spraying with 
dieldrin in a dosage of 100 mg. per sq. foot would greatly 
reduce the risk of acquiring filarial infection in houses; 
but some transmission would probably still occur outside 
the houses. F. Hawking 
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1082. Triamcinolone (‘‘ Aristocort ’’), New Cortico- 
steroid Hormone. Its Use in Treatment of Allergic Disease 
S. M. Femnsera, A. R. FemnserG, and E. W. FISHERMAN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 167, 58-59, May 3, 1958. 4 refs. 


Triamcinolone ” (9 
cortisone; “* aristocort ’’) was administered to 70 patients 
with allergic or suspected allergic disease in a clinical trial 
here reported from the Northwestern University Medical 
School, Chicago; 52 had asthma, 13 dermatitis, 
and the remainder hay-fever, rhinitis, urticaria, or 
angioneurotic oedema. In the majority the dose of 
the drug ranged from 2 to 8 mg. daily, although some- 
times larger amounts were required in patients with nasal 
allergy and dermatoses; the average daily maintenance 
dose was 6 mg. About half of the patients had previ- 
ously received prednisolone in a daily maintenance dose 
of 12 mg. The diuretic effect of triamcinolone was evi- 
dent in several patients who had obvious oedema from 
treatment with other steroids, and sodium depletion 
without stimulation of appetite was also noted. As with 
other steroids, side-effects such as moon facies, hyper- 
glycaemia, muscle cramps, and epigastric distress were 
frequent. An unusual syndrome consisting of one or 
more of the following signs—headache, dizziness, sleepi- 
ness, and weakness—necessitated withdrawal of the drug 
in a few instances. G. B. West 


1083. Comparative Study of Ophthalmic Decongestants 
in Allergic Conjunctivitis 

L. Turr and D. D. Netsu. Journal of the American- 
Medical Association [J. Amer. med. Ass.] 167, 60-62, 
May 3, 1958. 


The comparative values of different ophthalmic de- 
congestants used for instillation into the conjunctival 
sac of patients with allergic reactions affecting this mem- 
brane were studied at the Allergy Clinic, Temple Univer- 
sity Hospital, Philadelphia, a total of 130 tests being 
carried out on patients showing positive reactions of the 
conjunctival mucosa with various inhalant allergens. 
Two drops of a solution of the drug to be tested were 
instilled into the conjunctival sac and the effect noted 
over the following 10 minutes. The most effective drug 
was adrenaline and the best vehicle was rose water (not 
boric acid), the solution being freshly prepared. Phen- 
acetin produced a lessening of the burning and itching 
sensation, but no reduction in the congestion was noted. 
The value of hydrocortisone or cortisone was difficult 
to assess under the test conditions employed; in the 


authors’ view these substances seem to offer no special 
advantage in patients with acute allergic reactions of the 
conjunctival mucosa. Other drugs tested included 
phenacaine and ephedrine. 


G. B. West 
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1084. Aerosolized Steroids in Bronchial Asthma 

W. FRANKLIN, F. C. Loweiit, A. L. MICHELSON, and 
I. W. Journal of Allergy [J. Allergy] 29, 214- 
221, May, 1958. 4 refs. 


In a double-blind trial reported from Boston University 
School of Medicine 13 asthmatic patients who had been 
receiving maintenance doses of adrenocortical steroids 
were given a suspension of prednisolone (5 mg. per ml.) 
as an inhalant, while the oral administration of the steroid 
was gradually withdrawn. This withdrawal was success- 
ful in 6 out of 7 cases, and the symptoms of asthma which 
had been present before the institution of steroid 
therapy did not recur. The amount of prednisolone 
absorbed from the aerosol was estimated to be about 
0-7 mg. per day. 

In a further (uncontrolled) study 39 asthmatic patients 
received inhalations of 18 mg. of a hydrocortisone sus- 
pension per day. In 31 out of 47 courses the treatment 
was, on clinical grounds, rated as effective, 7 being 
ineffective and 9 doubtful. 

[The replacement of systemic steroids by local predni- 
solone would remove some of the graver risks from the 
treatment of asthma with steroids. More experience in 
this field will be required, however, in particular in regard 
to the type of asthma most likely to respond to the local 
application of steroids.]- H. Herxheimer 


1085. The Role of Adrenocortical Steroids in the Treat- 
ment of Intractable Bronchial Asthma 

J. W. IRwin and W. S. BurraGe. Journal of Allergy (J. 
Allergy| 29, 233-241, May, 1958. 1 fig., 4 refs. 


At Massachusetts General Hospital, Boston, cortisone, 
hydrocortisone, prednisone, or prednisolone was given 
to 60 patients with severe chronic asthma until all symp- 
toms of asthma disappeared, after which they were 
maintained for several years on the lowest dose which 
kept them free from symptoms. Thus the daily main- 
tenance dose of cortisone varied between 31 and 125 
(mean 83) mg., that of hydrocortisone between 31 and 
150 (mean 70) mg., and those of prednisone and predni- 
solone between 7 and 100 (mean 23) mg. The opinion 
is expressed that in the control of bronchial asthma the 
dosage ratio of cortisone or hydrocortisone to prednisone 
is nearer 3:1 than 5:1, the figure which is often claimed 
by other workers. 

All these drugs are equally capable of suppressing the 
symptoms of asthma provided the correct dosage is given, 
though unfortunately undesirable side-effects are equally 
frequent with all of them. It is stated [without support- 
ing evidence] that cortisone is the cheapest of these drugs 
in use [which is not surprising in view of the large doses 
of the other steroids mentioned that the authors recom- 
mend]. H. Herxheimer 
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‘086. Ferritin in Nutritional Oedema 
S. G. SRIKANTIA. Lancet [Lancet] 1, 667, March 29, 
‘958. 16 refs. 


The object of the investigation described in this paper 
‘rom the Indian Council of Medical Research, Coonoor, 
‘outh India, was to determine whether ferritin is present 
ia the blood stream of patients with oedema due to mal- 
nutrition. Venous blood was taken from 6 children with 
.washiorkor and 2 adults with nutritional oedema, the 
, lasma after separation by centrifugation being assayed 
{or the presence of biologically active ferritin. Both 
«dults and 5 of the children had ferritin in the blood at 
tie start of the investigation. After 2 weeks’ treatment 
vith a high-protein diet the oedema disappeared and 
ferritin was found in the blood of 2 of the children 
caly; 2 weeks later still, blood from these 2 children was 
« so free from ferritin. 

It has been shown that ferritin is an iron—protein com- 
p-ex with antidiuretic properties which are mediated 
turough stimulation of the posterior pituitary. Nor- 
mally, ferritin is stored in the liver, and when that organ 
i- diseased, as in toxaemia of pregnancy, hepatic cirrhosis, 
aid protein malnutrition (as in the present cases), ferritin 
is released into the blood stream in measurable quantities. 

H. E. Magee 


1987. The Effect of the Polar Day and Night on Man in 
Settlements with a Large Population. (O snuaHuu 
WHA NMONAPHOH Ha OpraHH3sM 
B YCNOBHAX KPyMHbIxX MyHKTOB) 
1.S. KANpDRor. u Canumapua [Gig. i Sanit.] 
23, 7-13, No. 5, May, 1958. 5 figs., 13 refs. 


The author describes the results of investigations into 
various physiological functions of the inhabitants of large 
settlements in the arctic regions of the Soviet Union who 
were leading a normal life and in whom any variations 
from normal might confidently be attributed to the effect 
of the climatic conditions. 

In contrast to the results of previous studies, the basal 
metabolic rate was found to be raised during the winter 
months. The author considers that the depressing effect 
of the long polar night on metabolism is masked by the 
more potent influence of the better conditions of life in 
large settlements made possible by modern amenities. 
Changes in respiration during the polar night suggest 
that there may be a lowering of the excitability of the 
respiratory centre. Variations in the state of the blood 
are thought to be most probably due to the effect of the 
somewhat restricted diet rather than to the polar en- 
vironment in present-day conditions. The blood alka- 
line-phosphatase level in children living in these settle- 
ments was found to be considerably higher than normal. 

No evidence of changes in the menstrual rhythm or 
in sexual function during the polar night was obtained. 
As a rule the duration of sleep was from 14 to 2 hours 
shorter during the polar summer than during the polar 


winter. This is attributed to seasonal variations in the 
tone of the central nervous system. During the polar 
summer there was a significant increase in the number of 
persons showing prolongation of the normal diurnal 
rise of temperature, and correspondingly during the 
polar winter a prolongation of the usual nocturnal 
lowering of the body temperature was more common. 
The general conclusion is that although there are varia- 
tions in physiological function as a result of polar con- 
ditions, these are not so great as was formerly believed; 
further, they can be minimized or overcome by means of 
modern hygienic measures and organized social 
activities. Basil Haigh 


1088. On the Mechanism of Overproduction of Uric 
Acid in Patients with Primary Gout 

J. B. WYNGAARDEN, A. E. BLarr, and L. HILLey. Journal 
of Clinical Investigation [J. clin. Invest.] 37, 579-590, 
April, 1958. 10 figs., bibliography. 


Using glycine-15N, in both large and tracer doses, 
previous workers have shown that the hyperuricaemia in 
primary gout is due to the overproduction of uric acid 
from glycine and other small molecules. To investigate 
the mechanism by which this occurs the present authors, 
working at Duke University School of Medicine, Dur- 
ham, N. Carolina, and the National Institute of Arthritis 
and Metabolic Diseases, Bethesda, Maryland, have in- 
corporated glycine-1-!4C into various urinary purine 
bases and compared the enrichment patterns with those 
of uric acid. The subjects consisted of 3 patients with 
primary gout, one with polycythaemia vera and secondary 
gout, and one with myeloid metaplasia, together with 4 
controls. After 5 days on a purine-poor diet, which was 
continued throughout the study, glycine-1-14C was given 
by mouth and 24-hour urine collections were begun. 
Uric acid was estimated spectrophotometrically. The 
urinary purines were precipitated with copper, redis- 
solved in hydrochloric acid, and after further purifica- 
tion placed on an analytical column of “* dowex-50-H* ” 
resin, from which it was possible to elute hypoxanthine, 
xanthine, adenine, guanine, 7-methyl-guanine, and 
7-methyl-8-hydroxyguanine. The highly labelled purine 
bases hypoxanthine and guanine, which were present 
within hours, were thought to be due to cleavage of newly 
formed nucleotides and occurred in all subjects. In 
the patient with myeloid metaplasia the direct pathway 
involving the nucleotides of guanine and adenine showed 
a significant increase. In primary gout most of the 
labelled urate was thought to result from nucleotide cleav- 
age, which occurred more quantitatively and possibly 
more quickly than in the controls, but as the labelling of 
guanine was also increased as compared with the controls 
there appeared to be increased formation of nucleotides 
as well. 

The authors conclude that in man uric acid may arise 
from nucleotide cleavage as well as catabolism of nucleic 
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acids, and the derangement in gout is probably complex, 
involving several compounds at nucleotide level. It is 
suggested that it may well be a defect in the regulation of 
urate production rather than the absence of any specific 
reaction. B. M. Ansell 


1089. Effects of Penicillamine and Dimercaprol on 
Turnover of Copper in Patients with Wilson’s Disease 

S. B. Osporn and J. M. Watsue. Lancet [Lancet] 1, 
70-73, Jan. 11, 1958. 6 figs., 11 refs. 


At University College Hospital, London, the compara- 
tive efficacy of penicillamine and dimercaprol in pro- 
moting excretion of radioactive copper (64Cu) after intra- 
venous injection of 100 yc. of the isotope was studied in 
one healthy adult and 3 patients with Wilson’s disease. 
Penicillamine was given by mouth and dimercaprol by 
intramuscular injection. Penicillamine appeared to be 
significantly more efficient than dimercaprol in promoting 
excretion of copper. The bulk of the injected copper. 
was concentrated in the liver by 10 hours in the healthy 
subject, reaching a maximum of more than 90% and then 
decreasing steadily to 70°%% by 50 hours; in Wilson’s 
disease the greatest concentration in the liver never 
exceeded 50%. H. Harris 


1090. Primary Amyloidosis with Special Reference to 
Involvement of the Nervous System 

R. A. CHAMBERS, W. E. Mepp, and H. SPENCER. Quar- 
terly Journal of Medicine [Quart. J. Med.| 27, 207-226, 
April, 1958. 12 figs., 43 refs. 


In this paper from St. Thomas’s Hospital and the 
National Hospital for Nervous Diseases, London, 6 
cases of generalized amyloidosis with nervous involve- 
ment are described, with special reference to laboratory 
and post-mortem findings. In 3 male patients, aged 
42, 35, and 33 respectively, signs of nervous system 
involvement were observed on admission, including 
diminished sensations, pain, absence of reflexes, and 
thickened peripheral nerves; one of these patients died 
from renal failure, necropsy being performed. Of the 
remaining 3 patients, females aged 57, 54, and 52 years, 
respectively, 2 were admitted with cardiac failure and 
one with renal failure; all died and necropsy was carried 
out. 

The widespread but variable nature of the amyloid 
deposits in the body is described and illustrated. Com- 
mon sites of deposition were the heart, blood vessels, 
lungs, liver, spleen, kidneys, tongue, skeletal muscles, 
skin, gums, digestive tract, pancreas, endocrine glands, 
and nerves. Less common sites were the arachnoid 
membrane and pia mater and the posterior root ganglia. 
Regarding diagnosis the authors state that the Congo 
red test is a reliable aid; it stains amyloid constantly in 
tissues, in contrast to such agents as methyl violet and 
iodine. Serum protein changes are also useful in diag- 
nosis, especially the electrophoretic finding of an abnor- 
mal protein in the region of the a2 and f globulins. 
The most reliable diagnostic aid, however, is examination 
of biopsy specimens of the skin, gum, liver, skeletal 
muscle, and peripheral nerve. Histologically, leprosy, 
sensory radicular neuropathy, and progressive hyper- 


NUTRITION AND METABOLISM 


trophic polyneuritis must be excluded. The authors 
regard primary and secondary amyloidosis as probable 
variants of one disease. There is no specific treatment 
for the former and the prognosis is poor. 

A. Wynn Williams 


1091. Primary Hypophosphataemic Familial Vitamin- 
resistant Rickets. (Le rachitisme vitamino-résistant 
familial hypophosphatémique primitif) 

M. Lamy, P. Royer, J. FREZAL, and H. LESTRADET. 
Archives frangaises de pédiatrie [Arch. frang. Pédiat.| 15, 
1-24, 1958. 11 figs., bibliography. 


For the rare form of refractory rickets which is trans- 
mitted genetically and in which the metabolic defect 
involves pre-eminently an excessive renal clearance of 
phosphate from the blood stream the authors have 
adopted the term “* primary hypophosphataemic familial 
vitamin-resistant rickets”. In addition to the 100 or 
more cases previously reported in the literature the 
authors now present, from the Hépital des Enfants- 
Malades, Paris, the findings in 3 patients belonging to 
different families, 2 males aged 18 and 10 respectively 
and a girl of 11 years. All 3 patients suffered from 
severe skeletal deformities; in each case rachitic defor- 
mities had begun to be manifest between the ages of 18 
months and 2 years. 

The biochemical abnormalities which may be expected 
in this disease are a low plasma level of phosphate, a 
moderately raised alkaline-phosphatase level, and a 
normal or slightly depressed calcium level; in the urine 
there is excessive excretion of phosphate and a very low 


. excretion of calcium, while the faeces show a high con- 


tent of calcium. Most of these abnormalities were 
present in the 2 younger patients, except that one had 
a low plasma phosphatase level and in the other the 
urinary excretion of amino-acids as well as that of 
phosphate was increased. In the youth of 18 the only 
biochemical abnormality was the hypophosphataemia 
(2 mg. per 100 ml.). These findings are in line with 
those in previously recorded cases, namely, that during 
adolescence the biochemical findings revert to normal, 
only the hypophosphataemia persisting, and that the 
clinical condition thereafter becomes static or latent. 

A hereditary incidence was ascertained in the family 
history of 2 of the present patients, but not of the third. 
In treatment, in addition to orthopaedic measures, vita- 
min D> (calciferol) or D3 was given orally for long 
periods to the 2 younger patients in high doses ranging 
from 1-5 mg. to 7:5 mg. (60,000 to 300,000 i.u.) daily, 
the dosage being adjusted from time to time in accord- 
ance with the biochemical response. This treatment 
resulted in good clinical, radiological, and biochemical 
improvement, although the plasma phosphate content 
remained low at 2-0 mg. per 100 ml. in one case and rose 
only to 2:8 mg. per 100 ml. in the other. 

Joseph Parness 


H. BEERMAN and T. Pastras. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 235, 471-483, 
April, 1958. Bibliography. 
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i093. Hexocyclium (“‘ Tral ’?) in the Treatment of Pep- 

', A. Riper, J. O. Grpps, M. MEIKLE, L. F. AGCAIOLI, 
. F. ANDEREGG, H. C. MOoeLier, and J. Swaper. 
-‘merican Journal of Gastroenterology {Amer. J. Gastro- 
ct.) 29, 524-530, May, 1958. 9 figs., 2 refs. 


“Tral” is a new anticholinergic compound, the pro- 
j erties of which have been well demonstrated by pharma- 
cologic studies in experimental animals. A suppressive 
-ction on the basal gastric secretion was noted in two 
groups of 17 subjects each after single oral doses of 25 
rig. and 50 mg. of the drug. Tral appeared to be 
e Tective in reducing both the volume of secretion and the 
fee acidity, causing anacidity of varying duration in 
about one-half of the subjects tested. Clinical evalua- 
ton of the drug in 38 patients with “ chronic peptic 
ulcer’ showed an excellent response to treatment in 
57-8% and a good response in 26-39%. The drug appears 
t» be well tolerated. Although 31-5% of patients 
experienced various side reactions, it was necessary to- 
c.scontinue therapy because of the severity of these 
efects in only 3 cases. 

These results further emphasize the usefulness of an 
anticholinergic drug as an adjunct to the treatment of 
p-ptic ulcer.—[Authors’ summary.] 


LIVER 


1094. Ammonium Uptake by the Extremities and Brain 
in Hepatic Coma 

L. T. Wesster and G. J. GaBuzpa. Journal of Clinical 
Investigation [J. clin. Invest.] 37, 414-424, March, 1958. 
6 figs., 40 refs. 


At the City Hospital (Western Reserve University), 
Cleveland, Ohio, the ammonia concentration was mea- 
sured in blood obtained almost simultaneously from the 
antecubital (and occasionally the femoral) vein, the 
jugular bulb, and an artery in three groups of patients: 
(1) 24 patients without hepatic disease; (2) 27 patients 
who had cirrhosis but were mentally alert; and (3) 23 
patients with cirrhosis and impending hepatic coma, or 
incoma. The arterial and jugular-bulb blood ammonia 
concentration was lowest in Group 1, higher in Group 2, 
and highest in Group 3, and showed better correlation 
with the clinical state than did the ammonia concentra- 
tion in blood from the antecubital vein. 

The difference in arterio-venous ammonia nitrogen 
(NH4-N) concentration was then calculated for indi- 
vidual patients. There was some variation between 
individuals within the groups. In general, however, in 
Group 1 there was no uptake or release of NH4-N by 
either the extremities or the brain. Patients in Group 2 
showed a positive uptake of NH4-N by the extremities, 
but the arterio-venous difference was not significant 


(P=0-07); there was no significant uptake or release of 
NHz-N by the brain, but (as in Group 1) there was a 
general tendency for NH4-N to be removed in patients. 
with higher and released in those with lower blood con- 
centrations. In Group 3 the presence or absence of 
haemorrhage into the gastro-intestinal tract affected the 
results obtained. Thus in all of 11 patients with such 
haemorrhage (and therefore an increased nitrogen load) 
NHg-N was removed from the blood in the extremities, 
the amount removed increasing with increasing concen- 
trations: in contrast, in only 4 out of 11 patients without 
haemorrhage was ammonia removed efficiently. A simi- 
lar pattern was noted in the case of the brain blood flow. 
The differences between patients in Group 3 with and 
without haemorrhage were significant (P=0-01). 
W. H. Horner Andrews 


1095. Neuropsychiatric Symptoms in Liver Insufficiency. 
English] 

. HARVALD and M. BJoRNEBOE. Acta medica Scan- 
deat [Acta med. scand.] 160, 373-384, April 15, 1958. 
2 figs., 32 refs. 


The authors state that the classic triad of neuro- 
psychiatric signs of liver insufficiency consists in mental 
confusion, “‘ flapping ” tremor, and an abnormal electro- 
encephalogram (EEG). They describe 19 consecutive 


cases of liver insufficiency admitted to Blegdamshospi- 
talet, Copenhagen, over a period of 14 months in which 


these signs were manifest. Of the 19 patients, 13 had 
subacute or chronic hepatitis, 4 had alcoholic cirrhosis, 
and 2 had been subjected to porta-caval anastomosis. 
Neuropsychiatric disturbances preceded other obvious 
signs of liver disease such as jaundice or ascites in 3 of 
the cases only. An unusual finding was that 4 patients 
suffered from epileptiform seizures. Neuropsychiatric 
disturbances sometimes followed gastro-intestinal hae- 
morrhage or administration of “ diamox’”’ (acetazola- 
mide), cation exchange resins, or ammonium salts, but 
in some cases no precipitating factors were recognized. 
On 5 occasions the condition progressed directly to 


‘coma and death, but no fewer than 7 patients had re- 


current episodes of coma with recovery. Treatment in 
these cases, which accorded with modern teaching, con- 
sisted in a protein-free diet, frequent enemata, and 
sterilization of the intestinal contents by administration — 
of antibiotics. P. C. Reynell 


1096. Pleural Manifestations of Cirrhosis of the Liver. 
(Les manifestations pleurales des cirrhotiques) 

R. Pomnso and P. Cuanas. Presse médicale [Presse 
méd.} 66, 1106-1108, June 21, 1958. 


The authors report that a study of the clinical records 
of 400 patients with various types of cirrhosis of the liver 
seen in a single medical clinic in Marseilles over a period 
of 20 years showed that pleural effusion was present in 
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103 cases. The effusion was definitely tuberculous in 5 
cases, but in all the others it was thought to be non- 
tuberculous, this being supported by the fact that no 
evidence of tuberculosis was found in patients of the 
latter group coming to necropsy. Further, on examina- 
tion of the pleural fluid by culture or guinea-pig inocula- 
tion, no tubercle bacilli were found. These effusions, 
which were lymphocytic and had the low protein con- 
tent of transudates, occurred on the right side in 50 cases, 
on the left in 18, and was bilateral in 30 of the 98 non- 
tuberculous cases. The authors suggest that in the 
majority of such cases the main causal factor is mechani- 
cal in the form of pressure from the oedema and accumu- 
lation of ascites. 

[Although pleural effusion is a well recognized com- 
plication of cirrhosis of the liver, an incidence of 25% in 
a large series such as this is surprisingly high.] 

P. C. Reynell 


1097. Treatment of Hepatic Coma: Use of Certain 
Krebs’ Urea Cycle Intermediates (D-Arginine, DL- 
Ornithine) 

S. J. Woxre, B. B. Fast, J. M. Stormont, and C. S. 
Davipson. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 51, 672-689, May, 1958. 46 refs. 


The authors have treated 15 cases of hepatic coma at 
the Boston City Hospital, Massachusetts, by measures 
aimed at reducing the blood ammonia level on the 
assumption that ammonia intoxication may play an im- 
portant part in the production of this disorder. In 8 
of the cases there was an obvious precipitating factor 
such as gastro-intestinal haemorrhage or high dietary 
nitrogen intake. L-Arginine, 20 to 50 g., or DL-ornithine, 
25 g., was given intravenously over periods of 30 minutes 
to 3 hours, the infusion in 4 cases being repeated on suc- 
cessive days. In most cases raised arterial ammonia 
concentrations fell after the infusions, but in cases in 
which there was no obvious precipitating cause of the 
coma this was not associated with any clinical improve- 
ment. When some precipitating factor was present, any 
improvement observed seemed to be related to the con- 
trol of this factor by such measures as the arrest of 
haemorrhage or the administration of broad-spectrum 
antibiotics rather than to the amino-acid infusions. 
The authors conclude that agents designed solely to re- 
duce the blood ammonia concentration have limited 
therapeutic value in hepatic coma. 

[This work throws further doubt on the concept that 
most of the manifestations of hepatic coma are due to 
ammonia intoxication.] P. C. Reynell 


1098. Studies in Ammonia Metabolism. III. The Ex- 
perimental Production of Coma by Carotid Arterial 
Infusion of Ammonium Salts 

B. EIsEMAN and G. M. CLarK. Surgery [Surgery] 43, 
476-485, March, 1958. 5 figs., 8 refs. 


The aim of this study, reported from the University 
of Colorado School of Medicine, Denver, was to deter- 
mine whether a raised blood ammonia concentration 
would, by itself, produce coma in dogs. The procedure 
consisted in infusing various ammonium salts into one 
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carotid artery and taking samples of blood from the 
accompanying jugular vein and the femoral vein in 65 
non-anaesthetized dogs, the samples being obtained 
from indwelling catheters inserted 24 hours previously 
under anaesthesia. The infusion of ammonium chloride 
tended to cause acidosis, while ammonium citrate 
was found to be toxic and was used in a few experi- 
ments only. Finally a mixture of sodium hydroxide 
and ammonium chloride (pH 8-2 to 8-4) was used, alone 
or with sodium bicarbonate. 

The results appeared to be unequivocal. Of the 38 
control dogs given glucose-saline infusions, none devel- 
oped coma. In the experimental animals coma could 
be produced by ammonia infusion, while discontinuing 
the infusion led to recovery. Coma was not produced 
by the presence of ammonia in the carotid arterial blood 
only, even in concentrations far greater than (5 to 75 
times) the physiological concentration, but was invariably 
preceded by a rise in the peripheral venous ammonia 
concentration. This elevation characteristically occurred 
2 to 4 hours after beginning the infusion and preceded 
coma by less than 60 minutes. The production of coma 
was independent of the pH of the peripheral blood. 
Ammonia infusions did lead to acidosis unless bicarbon- 
ate was also given, and there was evidence that acidosis 
either contributes to, or results from, coma produced by 
ammonia infusion. On the other hand maintaining the 
blood pH at 7-4 did not prevent the onset of a coma 
which was indistinguishable from that occurring in 
acidotic animals. There was no cerebral oedema. 

W. H. Horner Andrews 


1099. Peripheral Biochemical Changes Associated with 
the Intravenous Administration of Ammonium Salts in 
Normal Subjects 

M. P. Tyor and W. P. Witson. Journal of Laboratory 


and Clinical Medicine [{J. Lab. clin. Med.| 51, 592-599, . 


April, 1958. 30 refs. 


In patients with disease of the liver and a high blood 
ammonia concentration a peripheral uptake of am- 
monia has been demonstrated, whereas in healthy sub- 
jects with a normal blood ammonia level no signifi- 
cant peripheral arterio-venous difference in ammonia 
levels can be demonstrated. The authors, working at 
Duke University School of Medicine, Durham, North 
Carolina, have studied ammonia metabolism in 9 patients 
with no evidence of hepatic, renal, or cardiovascular 
disease. Intravenous infusions of ammonium lactate or 
chloride were given for one hour to raise the arterial 
blood ammonia concentration. In these conditions peri- 
pheral uptake of ammonia was demonstrated and there 
was a simultaneous rise in the arterial blood concentra- 
tions of potassium and glucose. Apart from nausea 
in one subject the ammonia infusions caused no toxic 
effects or electroencephalographic abnormalities. 

The authors consider that both in normal subjects and 
in patients with liver disease a raised arterial blood 


ammonia concentration leads to increased peripheral © 


utilization, but that in healthy subjects this peripheral 
mechanism is readily saturated, although there were some 
considerable individual variations. P. C. Reynell 
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!100. The Clinical Significance of Seromucoids in 
Regional Ileitis and Ulcerative Colitis 

W. T. Cooke, D. I. Fowier, E. V. Cox, R. GAppie, and 
M. J. MEYNELL. Gastroenterology [Gastroenterology] 
34, 910-919, May, 1958. 4 figs., 24 refs. 


have studied the value of the seromucoid content of the 
serum as an indicator of the activity of certain intestinal 
ciseases. In 50 cases of regional ileitis they found a 
close negative correlation between the serum levels of 
s:romucoid and albumin (correlation coefficient = —0-81). 
In 42 of these there was a moderate correlation (0-50) 
between the seromucoid level and the erythrocyte 
sedimentation rate. Thus in regional ileitis the sero- 
niucoid level appeared to give a very good indication of 
activity of the disease; albeit in a few patients with a 
riised seromucoid level clinical and other evidence at 
fist was against activity, subsequent observation re- 
vealed that activity must have been present earlier. 
The seromucoid level also appeared to give a good 
index of disease activity in ulcerative colitis, 78 observa- 
tions on 25 patients with this disease showing a correla- 
tion of —0-58 between serum seromucoid and albumin 
levels; normal levels were found in patients with inactive 
disease and high levels only in very ill patients. There 
was little correlation (0-265) between the seromucoid 
level and the erythrocyte sedimentation rate in 39 
observations on 21 patients. 

The authors conclude that the seromucoid level is a 
good index of disease activity in both regional ileitis and 
ulcerative colitis, being much more reliable in this regard 
than the erythrocyte sedimentation rate. 

A. Gordon Beckett 


1101. Carcinoma and Ulcerative Colitis. A Clinical— 
Pathologic Study. I. Cancer Deaths 

M. B. GoLtpGRABER, E. M. Humpureys, J. B. KIRSNER, 
and W. L. PALMER. Gastroenterology [Gastroenterology] 
34. 809-839, May, 1958. 24 figs., bibliography. 


Examination of the records of a total of 792 patients 
treated for ulcerative colitis revealed that 22 had car- 
cinoma of the colon or rectum. Of these 22, 14 were 
known to have died from carcinoma, and in this paper 
from the University of Chicago the findings in these 14 
are described. The average age at death was 41 years 
(range 19 to 55 years), while the mean age of the survivors 
at the time carcinoma was diagnosed was 37:8 years. 
Thus carcinoma of the colon occufred much earlier in 
patients with ulcerative colitis than in those with “* other- 
wise normal” colons. There was a direct relationship 
between the duration of the ulcerative colitis and the 
incidence of carcinoma; the average duration of colitis 
at the onset of the cancer was 17 years (range 4 to 32 
years). The tumours were distributed diffusely through- 
out the colon, were commonly of the linitis plastica type, 
and in 5 cases were multifocal. In 2 patients the 
rectosigmoid stump after colectomy was the site of the 
cancer. Considerable difficulty was experienced, both 
clinically and radiologically, in diagnosis of the tumour, 
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At the United Birmingham Hospitals the authors — 
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its presence being unsuspected in 5 cases. Errors in 
radiological diagnosis occurred 3 times more often in 
patients with ulcerative colitis than in those in whom the 
colon was not so affected. 

Surgical removal of the primary lesion appeared to 
prolong life even in the presence of metastases, but the 
average survival after surgery was only 2-2 years. 

A. Gordon Beckett 


1102. Carcinoma and Ulcerative Colitis. A Clinical— 
Pathologic Study. II. Statistical Analysis 
M. B. GOLDGRABER, E. M. Humpureys, J. B. KIRSNER, 


and W. L. PALMER. Gastroenterology [Gastroenterology] 
34, 840-846, May, 1958. 13 refs. 


The incidence of carcinoma of the colon in ulcerative 
colitis has been variously reported to range from 0-7°% 
to 14:2%. In this second paper [see also Abstract 1101] 
the authors approach the problem from a different aspect, 
analysing the incidence of carcinoma in patients with 
ulcerative colitis who died from various causes. Out ofa 
total of 86 such patients, 14 (16-2°%) died from carcinoma 
of the colon or rectum. Comparison of this group of 86 
with other groups of the same race, sex, and age in the 
general population showed that in the authors’ series 
there was a ninefold greater frequency of death from 
cancer of the colon and a fourfold greater frequency of 
death from cancer of the rectum than in the general 
population, the over-all increase being eightfold. On 
the other hand, there was a reversal of the “‘ normal ” 
pattern of deaths from cancer of the breast and those 
from cancer of the colon; only one patient died from 
carcinoma of the breast, whereas in the general popula- 
tion of similar age, sex, and race there were three times 
more deaths from this cause than from cancer of the . 
colon. A. Gordon Beckett 


1103. Portal Bacteraemia in Ulcerative Colitis 
B. N. Brooke and G. SLANNEY. Lancet [Lancet] 1, 
1206-1207, June 7, 1958. 2 figs., 2 refs. 


The authors have noted jaundice as an occasional 
complication of colonic excision for ulcerative colitis. 
After encountering a case where the jaundice was associ- 
ated with a temperature of 106-5° F. (41-4° C.), suggest- 
ing an infective origin, they decided to investigate the 
possibility that portal bacteriaemia occurs in ulcerative 
colitis. They therefore cultured portal blood from 15 
control subjects, 6 being operated on for conditions un- 
related to the colon and 9 for diseases of the colon 
other than ulcerative colitis, blood being taken both 
before and after handling the gut; in only one case (of 
cholecystitis) did the blood contain organisms, which 
were non-pathogenic staphylococci. Of 9 cases of 
ulcerative colitis similarly investigated, organisms were 
grown from 4 (on 2 separate occasions from one of them). 
In one case Staphylococcus albus was the organism iso- 
lated, and this may possibly have been a contaminant, 
but from the others only typical bowel flora were ob- 
tained. There was little evidence that generalized septi- 
caemia was present. It is concluded that portal bac- 
teriaemia “‘ may complicate certain colonic disorders, 
and in particular ulcerative colitis”. 7. D. Kellock 
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1104. Postpericardiotomy Syndrome following Surgery 
for Nonrheumatic Heart Disease 

T. Ito, M. A. ENGLE, and H. P. GoLpBerG. Circulation 
[Circulation] 17, 549-556, April, 1958. 3 figs., 27 refs. 


The nature of the “* post-commissurotomy syndrome ” 
which occurs in some patients after mitral valvotomy is 
still controversial; it is believed by some observers to be 
due to reactivation of rheumatic fever, but by others to 
result from the trauma of surgery. The present authors, 
working at New York Hospital-Cornell Medical Center, 
have noted its occurrence in 13 out of 24 patients 
operated on for non-rheumatic cardiac conditions 
(chiefly congenital malformations). The one feature 
common to the operations on these 13 patients (as well as 
to those on rheumatic patients) was wide incision of the 
pericardium, whereas the syndrome did not occur in 
cases in which the pericardium was not disturbed or 
those in which only a small segment was clamped for the 
removal of a pericardial cyst. The syndrome is therefore 
considered to be due to a traumatic pericarditis, and the 
term “‘ post-pericardiotomy syndrome” is suggested as 
a more appropriate and more accurate designation. 
These observations also argue against the view that 
occurrence of the syndrome in patients with rheumatic 
valvular disease after mitral valvotomy is due to a re- 
activation of rheumatic fever. A. Schott 


1105. The Disappearance of Foetal Haemoglobin in 
Congenital Cyanotic Heart Disease 

M. K. CoGHLAN and M. C. JosepH. Archives of Disease 
in Childhood [Arch. Dis. Childh.| 33, 191-192, June, 1958. 
12 refs. 


Blood from 25 infants and children with cyanotic con- 
genital heart disease was tested quantitatively for foetal 
haemoglobin. Twenty-two normal infants and children 
of similar age were studied over the same period. Foetal 
haemoglobin was not found in any child over the age of 
74 months in either group.—[Authors’ summary.] 


1106. Diet and Arterial Disease in a Population Sample 
H. Keen and G. A. Rose. British Medical Journal (Brit. 
med. J.) 1, 1508-1511, June 28, 1958. 21 refs. 


This interesting study from St. Mary’s Hospital, Lon- 
don, demonstrates the difficulties involved in correlating 
diet and arterial disease. The data previously obtained 
from the relatives of 2 groups of patients for another 
purpose enabled them to be subdivided into “ athero- 
matous and “less atheromatous” (control) subjects. 
The diet df 10 male and 14 female subjects with athero- 
matous disease and the same number of paired 
control subjects was studied in great detail, each pair 
being matched for age and sex. A higher intake of 
each of the main foodstuffs was found in the athero- 
matous group, the most significant differences being 
in respect of total calories (+24°%) and carbohydrates 
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(+20%) among the men and of saturated fats in both 
sexes (+ 10-79%). 

The possible importance of a deficiency of unsaturated 
fatty acids and of long-chain fatty acids in relation to the 
development of atheroma was specially investigated. 
The intake of unsaturated fatty acids was calculated, and 
also that of those fatty acids with 18 or more carbon 
atoms (contained in highest proportion in vegetable 
fats) and those with 16 or fewer carbon atoms (con- 
tained in highest proportion in milk fat). No evi- 
dence, however, could be provided to incriminate any 
deficiency either of unsaturated or long-chain fatty acids 
as an important aetiological factor in arterial disease. 

Z. A. Leitner 


1107. A Method of Grading and Recording the Retinal 
Changes in Essential Hypertension 

K. A. Evetyn, J. V. V. NICHOLLS, and W. TURNBULL. 
American Journal of Ophthalmology [Amer. J. Ophthal.] 
45, 165-179, April, 1958. 1 fig., 10 refs. 


A comprehensive scheme is presented [for details of 
which the original paper must be consulted] whereby 
each component of hypertensive retinal disease visible 
ophthalmoscopically is graded separately on a semi- 
quantitative basis. The purpose of the method is to 
permit the accurate correlation of retinal vascular 
changes with the various clinical manifestations of hyper- 
tension and the evaluation of treatment. [The first 
impression of this scheme is daunting, but it is the only 
practical means advanced so far of grading retinal vascu- 
lar changes in detail.] A. Lister 


DIAGNOSTIC METHODS 


1108. The in Angina of Effort. 
(L’électrocardiogramme dans l’angine de poitrine d’effort) 
M. BLONDEAU, J. HIMBERT, and J. LENEGRE. Archives 
des maladies du ceur et des vaisseaux [Arch. Mal. Ceur] 
51, 263-283, March, 1958. 13 figs., 12 refs. 


This paper presents a detailed analysis of the electro- 
cardiographic findings in 200 selected patients, 165 men 
and 35 women aged between 37 and 71 years, seen at the 
H6pital Boucicaut, Paris, suffering from pure angina of 
effort. Study of the electrocardiograms (ECGs) showed 
that all the patients were in sinus rhythm (3 with auricular 
fibrillation were excluded because they were under treat- 
ment with digitalis). In only 2 cases did the tracings 
show ectopic beats, the P—R interval was prolonged in 
only 4, while the duration of QRS was prolonged in 15. 
In 17 cases changes in the P wave suggested possible left 
auricular enlargement. The electrical axis of QRS was 
normal except in 3 cases of left bundle-branch block; 
relative deviation to the left. was seen in over one-third 
of the series. Q waves were absent in Leads V5, V6, and 
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V7 in 46 cases, of which 37 showed no bundle-branch 
block. Ventricular repolarization was abnormal in 20%, 
being primary in 32 cases and secondary to altered de- 
polarization in 8 cases. 

The ECG was strictly normal in 62 cases (31%). It 
showed major abnormalities in 56 (28°%), including 
bundle-branch block in 13, cardiac infarction in 15, 


ischaemic changes in 26, and left ventricular hypertrophy 


in 2, and minor abnormalities in 82 (41°), but the authors 
consider that in 33 of these cases the deviations might 
be regarded as just within normal limits, thus raising the 
oroportion of normal tracings to 50%. The greatest 
»roportion of abnormal ECGs (16 out of 17) was found 
n patients seen within one month of onset; of those 
een within 6 months of onset, the ECG was normal in 
14%, while of those seen after more than 6 months it 
vas normal in one-third. The incidence of major 
inomalies varied: thus in those examined between 6 
-aonths and one year after onset it was 31% (with a 
maximum incidence of infarcts), between one and 5 years 
9%, and more than 5 years 43°% (predominantly in the 
‘orm of bundle-branch block). 

Only 38 of the patients were subjected to an effort 
iest; of the 17 patients with originally normal tracings, 
“ showed ECG changes, while such changes occurred 
in four-fifths (16 out of 21) of those with an initially 
ebnormal ECG. The commonest alteration was a 
cepression of S-T, especially in the mid-precordial 
jsads. The authors’ discussion is centred on (1) the 
frequent need in these cases to make a diagnosis on the 
history alone; (2) the degree of minor ECG change that 
may be diagnostically acceptable; (3) the difficulty of 
correlating the ECG findings with morbid anatomy 
(ecause of rarity of necropsy); (4) proof of myocardial 
camage in some cases with undoubted ECG changes; 
and (5) the importance of therapy in cases seen within 
one month of onset. 

[The paper contains much detailed material of interest 
for reference. ] R. S. Stevens 


1109. The Influence of Anxiety on the Electrocardio- 
gram: Its Importance in Practical Electrocardiography. 
(influence de Panxiété sur l’électrocardiogramme: son 
importance dans l’électrocardiographie pratique) 

F. MaAINzeR. Cardiologia [Cardiologia (Basel)] 32, 362- 
374, 1958. 7 figs., 17 refs. 


Fear may be associated with minor and transient 
changes in the electrocardiogram (ECG); the author has 
observed these in some 40% of patients just before 
undergoing major surgery and occasionally in those seen 
in clinical practice. From the Swiss Hospital in Alexan- 
dria, Egypt, he describes 4 such cases, 2 in men and 2 in 
women, which showed that a trivial degree of flattening 
of the T wave or depression of the S-T segment in the 
ECG may disappear within a few hours or days. The 
more marked changes in the ECG of the fourth patient 
(a man of 49)—T-wave inversion in the left precordial 
leads—persisted for 10 days and were evidently due 
to myocardial damage. The lesser changes are said 
to be due to direct nervous influence on the myo- 
cardium resulting from emotion. [Other explana- 
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tions, however, cannot be excluded, such as metabolic 
changes, hyperventilation, and changes in coronary 
blood flow.] J. A. Cosh 


CHRONIC VALVULAR DISEASES 


1110. Left Atrial Electrokymograms and Pressure 
Pulses in Mitral Valve Disease 


A. A. LUISADA and Cut Konc Liv. American Journal of 


Cardiology {Amer. J. Cardiol.] 1, 68-80, Jan., 1958. 
12 figs., 36 refs. 


A comparative study of left atrial pressure tracings 
and left atrial electrokymograms (EKY) has been made 
in 17 cases of mitral valvular disease at Mount Sinai 
Hospital, Chicago. (The authors describe the normal left 
atrial EKY as having a pattern closely resembling 
that of the normal tracing of volume.) The technique 
was as follows. With the patient in the prone position 
a No. 18 needle 6 inches (15 cm.) long was introduced 
into the left atrium. Pressure was recorded at 25 mm. 
per second by means of a strain 1-gauge manometer and 
cathode-ray oscillograph, with simultaneous recording 
of an electrocardiogram and a phonocardiogram at 
100 mm. per second. The EKY was recorded with a 
Sanborn instrument together with a phonocardiogram 
for timing. The criteria for the interpretation of the 
pressure tracings are stated. 

In 2 patients with normal left atrial pressure the EKY 
was normal and equivalent to the pressure tracing. 
Four patients with mitral stenosis (diastolic gradient 15 
to 19 mm. Hg) were in sinus rhythm; at operation on 2 
of them no regurgitation was found. A pressure tracing 
showed a giant “‘ a”’ wave in 3 cases, “ v” being always 
lower than “‘a”. The EKY showed a giant “a” wave 
in one case, a normal pattern in 2 cases, and a late pla- 
teau in 2 cases. In 7 patients with mitral stenosis (dia- 
stolic gradient 8 to 28 mm. Hg) and insufficiency, 5 of 
them with atrial fibrillation, left atrial pressure patterns 
were of intermediate or plateau type; the EKY pattern in 
all cases showed a late plateau. Four cases with a dia- 
stolic gradient below 5 mm. Hg and evidence of severe 
regurgitation had pressure patterns with a peaked, grossly 
triangular wave in late systole; the EKY was similar in 
3 cases, and in the fourth showed a plateau pattern. 
Reasons why the EKY pattern did not coincide with that 
of the left atrial pressure in 4 cases are discussed; tech- 
nical error was suspected in 2 instances. 

It is concluded that the left atrial pressure pattern is the 
most useful laboratory evidence of mitral valvular disease, 
but that the EKY may be of value in cases of mitral 
stenosis with insufficiency. R. S. Stevens 


1111. Aggravation of Mitral Heart Disease following 
Pregnancy. A Statistical Study of 233 Cases 
E. DonZzELoT, R. H. De BALsac, and A. Davip. Ameri- 
can Journal of Cardiology [Amer. J. Cardiol.] 1, 51-56, 
Jan., 1958. 1 fig., 14 refs. 

At hospitals associated with Paris University 233 
patients with mitral valvular disease were observed in 500 
pregnancies, of which 217 (43-4°%%) were followed by no 
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ill effects, whereas 283 (56-6°%%) were complicated by 
arthralgia, reactivation of rheumatism, or aggravation 
of cardiac disease. Parallel figures were obtained for 
the individual patients, 101 (43-39%) being un- 
affected, but 132 (56°6°%) showing deterioration, which 
occurred more than one year after delivery in 39 cases, 
which were excluded from analysis. No patients with 
deterioration during pregnancy were included in the 
series. 

Of the 93 cases in which details of the aggravation were 
studied, 29 showed polyarticular rheumatism together 
with cardiac dysfunction, while cardiovascular deteriora- 
tion alone occurred in 64. The patient’s history was 
accepted as a solid basis for classification of the degree 
of cardiac deterioration, and this was graded according 
to the criteria of the American Heart Association. No 
deterioration occurred in the first 12 days post partum, 
when patients were in hospital; symptoms appeared in 
the first 6 months in 68 cases and in the second 6 months 
in 25 cases. Of 48 patients with Class-I mitral disease, 
39 had deterioration in the first 6 months and 9 in the 
second 6 months. Of the former, 11 remained in Class 
I, 13 entered Class II, 14 Class III, and one Class IV; 
of the latter, 3 remained in Class I, 4 entered Class II, 
and 2 Class III. Of 31 patients originally in Class II, 
22 entered a lower class in the first 6 months, 8 reaching 
Class IV; 7 of the remaining 9 subsequently reached 
lower classification. Of 14 cases in Class III, 7 deterior- 


ated within 6 months and 7 subsequently deteriorated, 
6 in each group entering Class IV. No patients came 
into Class IV before pregnancy. 

The authors observe that it may be false to conclude 
that the effects of pregnancy on mitral disease appear 


only during gestation, because aggravation may occur 
only after some time has elapsed. Reactivation of the 
rheumatic process, observed in 29 cases, was the most 
typical result; in 64 cases of cardiac deterioration the 
main symptoms were: dyspnoea, with or without pul- 
monary oedema; haemoptysis, whether secondary to 
bronchial congestion, pulmonary infection, or pulmonary 
embolism; and cardiac arrhythmia. It is concluded 
that the “* therapeutic approach to the problem of rheu- 
matic heart disease and pregnancy must be re-evaluated ”’. 
R. S. Stevens 


1112. Aortic Stenosis 
P. Woop. American Journal of Cardiology {Amer. J. 
Cardiol.) 1, 553-571, May, 1958. 24 figs., 20 refs. 


This is a classic description of 250 cases of aortic 
stenosis and comes from the Institute of Cardiology, 
the National Heart Hospital, and the Brompton Hos- 
pital, London. Although the author’s object is to assess 
the value of, and indications for, surgical treatment, he 
gives a very full account of the disease, including aetio- 
logy, pathology, haemodynamics, clinical features, 
physical signs, cardiographic and radiographic findings, 
the results of left ventricular puncture, and aortic and 
brachial pulse tracings. The symptoms of severe aortic 
stenosis (if present) are listed as angina, effort syncope, 
and those of left ventricular failure or congestive heart 
failure; the most important physical signs are a rather 
prolonged anacrotic pulse of low tension, invisible carotid 
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pulsation, and a hyperdynamic rather than hyperkinetic 
cardiac impulse. The results of aortic valvotomy in 80 
patients with aortic stenosis are reviewed and compared 
with those obtained in 64 cases of similar severity treated 
medically. With surgical treatment the immediate and 
remote mortality was 20°%, whereas with medical mea- 
sures it was well over 30%. Good results were obtained 
from surgery in 54%, “‘ an achievement quite impossible 
by medical means”. The author considers aortic val- 
votomy to be too crude and hazardous to advise when it 
is most desirable (just before the onset of symptoms), 
and frequently too late when impending disaster makes 
it imperative. 

[This paper contains a wealth of information and 
should be read in full by all even remotely interested in 
the subject.] T. Semple 


DISTURBANCES OF RHYTHM 
AND CONDUCTION . 


1113. The Clinical Significance of Cardiac Gallop 
Rhythm 

A. W.SLOAN. American Heart Journal [Amer. Heart J.} 
55, 715-723, May, 1958. 1 fig., 30 refs. 


The three types of triple rhythm recognized as “ gallop 
rhythm ” are: (1) protodiastolic, due to the third heart 
sound; (2) presystolic, due to the fourth heart sound; 
and (3) summation gallop, in which the third and fourth 
heart sounds coincide. Quadruple ,rhythm (appropri- 
ately named “‘ trainwheel rhythm ”’) is present when both 
third and fourth sounds are audible. From Stobhill 
General Hospital, Glasgow, the author reports a phono- 
cardiographic investigation of 100 patients (40 male and 
60 female) with definite evidence of heart disease. 

When triple rhythm occurred in cases of mitral disease 
it tended to be protodiastolic in time. In patients with 
arterial hypertension triple rhythm, when it occurred, 
was more often presystolic. There were no examples of 
summation gallop, but there were 15 cases of proto- 
diastolic and 10 of presystolic gallop, and 4 patients 
with trainwheel rhythm and left heart strain, The inci- 
dence of triple rhythm was no higher in those in failure 
than in those who were not. Neither form of gallop 
showed any correlation with the age or sex of the patient 
or with the heart rate. 

In regard to prognosis, after 6 to 9 months the 
deterioration of patients whose records had shown a 
fourth sound supported the grave prognostic view former- 
ly held of presystolic gallop. In mitral stenosis with 
aortic incompetence, but not in other cases, a third sound 
carried a poor prognosis—since it probably indicated 
onset of right-sided failure. In none of the patients with 
arterial hypertension who died during the ensuing 6 to 9 
months were extra heart sounds detected. The author 
suggests that gallop rhythm may disappear with the onset 
of congestive failure. After 25 to 34 months there was 
no difference between the state of patients with a fourth 
sound and that of others in the series. There was now 
no evidence that the third sound had any grave prognostic 
significance. Earlier investigators had to rely mainly on 
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Cc ouscultation. Perhaps, the author suggests, a gallop 
0 :hythm that can be heard by ear is more serious than one 
d that can be detected only on the phonocardiogram. 
d ife concludes that gallop rhythm detected by the loga- 
d rithmic phonocardiogram is not necessarily of grave 
A- prognostic import. A. C. F. Green 
d 
le '114. Clinical Observations on the Role of the Vegetative 
1- Nervous System in the Pathogenesis of Atrial Fibrillation. 
it {in English] 
}). CANNATA and N. B. NaRBonE. Cardiologia [Cardio- 
es i gia (Basel) 32, 329-345, 1958. 6 figs., 34 refs. 
d It has been shown experimentally in animals that direct 
’ \ igal stimulation facilitates the establishment of atrial 
es forillation, probably by shortening the atrial refractory 
r-riod and expediting the spread of impulses from 
e topic foci. In this report from the University of Rome 
2 cases are described in which vagal stimulation by 
p essure on the carotid sinus first slowed the heart and 
produced atrial fibrillation. 
The first patient, a man aged 55, had for 10 years 
op suffered from paroxysmal arrhythmia which was shown 
electrocardiography to be atrial fibrillation. When 
J.) hc was in sinus rhythm vagal stimulation slowed the heart, 
ccused atrial extrasystoles, and then atrial fibrillation. 
™ The administration of small doses of atropine lessened 
~ ths effect experimentally and protected him from 
“1 at_acks clinically. The second patient, a man of 72, 
a hed had paroxysms of atrial tachycardia for over 50 
. years. Carotid sinus pressure stopped the paroxysms, 
ar wiereupon slow sinus rhythm would follow; if the 
oil pressure was maintained this would change to fibrilla- 
- ticn. Release of the pressure led to an increase in the 
a ventricular rate and to the establishment of paroxysmal 
- tachycardia again. These observations further demon- 
: strate that neurovegetative stimuli may play an important 
~ role in the pathogenesis of atrial fibrillation. The 
oad authors support Condorelli’s concept of the unity of 
i of atrial arrhythmias. J. A. Cosh 
11/5. Paroxysmal Atrial Tachycardia with Atrioven- 
inci- tricular Block 
‘lure L. J. FrRemeRMUTH and S. Jick. American Journal of 
lop Cardiology [Amer. J. Cardiol.] 1, 584-591, May, 1958. 
tient 4 figs., 23 refs. 
The authors report 49 episodes of paroxysmal atrial 
the tachycardia with atrio-ventricular block occurring in 39 
vn a patients, found when reviewing the electrocardiograms — 
mer- of 8,147 patients seen in 4 years at the Jewish Hospital, 
with St. Louis. All the 39 patients were suffering from 
ound advanced organic heart disease. The arrhythmia was 
cated characterized by: an atrial rate between 135 and 250 per 
with minute; varying degrees of atrio-ventricular block, fre- 
» to 9 quently 2:1 or of Wenckebach type; isoelectric baseline 
uthor between P waves; increase in degree of atrio-ventricular 
onset block with vagal stimulation and occasional persistence 
e was for weeks or months. In 16 instances the condition was 
ourth associated with digitalis toxicity. In episodes not due to 
; NOW digitalis no relief was obtained with potassium administra- 
n0sStic tion, and conversion to sinus rhythm was accomplished 
ily on with quinidine, procainamide, or digitalis. Magnesium 
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sulphate intravenously was found effective in one case 
when all other measures had failed. The prognosis in 
these cases. of atrial tachycardia with block usually 


depended on_ the severity of the underlying cardiac 
T. Semple 


disease. 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


1116. Occult Myocardial Insufficiency 
E. Journal of the American Geriatrics 


Society [J. Amer. Geriat. Soc.] 6, 489-494, June, 1958. 
8 refs. 


The author describes his experience of mercurial 
diuretics in the treatment of 48 cases in which he believes 
occult myocardial insufficiency was present. Presenting 
symptoms were fatigue, inability to take a deep breath, 
with yawning or sighing, and nocturia. The appearances 
of the electrocardiogram and the chest radiograph were 
normal; there was no oedema, but the pulse rate was 
above 100 per minute and arm-to-tongue circulation 
time was over 20 seconds. After the intramuscular 
injection of 0-5 ml. of a mercurial diuretic there was 
excretion of 500 ml. to 1,000 ml. “ more than normal 
amount of urine ”’ in the next 6 to 12 hours; the circula- 
tion time then returned to normal and symptoms dis- 
appeared. Thereafter a diuretic was given weekly. 
The follow-up period in 47 cases was one to 9 years; 
there was one death. The author describes 4 cases in 
detail. 

[No control series is included, no standard conditions 
for the diuresis test are mentioned, and the results of 
this test in healthy subjects are not discussed. The 
diagnosis of heart disease without objective evidence 
other than an increased circulation time or a complaint 
of dyspnoea may be questioned.] J. N. Agate 


1117. Experiences with Myocardial Revascularization | 
by Division of the Internal Mammary Arteries 

R. P. Grover, J. Rw KitcHett, R. H. Kyte, J. C. 
Davita, and R. G. Trout. Diseases of the Chest [Dis. 
Chest} 33, 637-657, June, 1958. 8 figs., 14 refs. 


The authors here review critically earlier reports 
from Italy that ligation of both internal mammary 
arteries relieves the symptoms of angina, describe their 
own experiments on dogs, and report the results of this 
operation performed on 50 patients. The rationale 
of the procedure is that ligation and division of these 
arteries creates hypertension in the collaterals arising 
from them. In 1939 Fieschi had shown that twigs from 
the pericardiophrenic arteries pass in the pericardial 
reflexions along the roots of the great vessels and anasto- 
mose with small branches of the coronary arteries, as 
demonstrated by injection in human cadavers. The 
present authors also demonstrated similar vessels and 
their communication with myocardial arteries by the 
injection of dye in living dogs. In these animals also 
an attempt was made to evaluate the protective effect of 
preliminary ligation of the internal mammary artery on 
the results of sudden occlusion of the coronary circulation. 
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Of 14 unprotected animals in which the anterior de- 
scending coronary artery was occluded, only one (7%) 
survived for 5 days, whereas of 19 in which the mammary 
artery was ligated 5 minutes to 48 hours before such 
occlusion, 11 (58°%) survived for 5 days or more. In 2 
of these animals a rise of blood pressure in the mammary 
artery above the ligature was demonstrated. 

The clinical evaluation of any therapeutic measures for 
the relief of coronary arterial disease is well known to be 
very difficult. Nevertheless the results of the operation 
described above on 50 patients with organic coronary 
insufficiency and angina pectoris due to various causes, 
are reported from the Presbyterian Hospital, Philadel- 
phia, the follow-up period extending up to 5 months. 
No contraindications to operation were accepted, so 
that patients with recent infarcts and heart failure were 
included. 

Subjectively 34 (68°%) of the patients improved, 11 
(22°%%) showed slight or no change, and 5 (10%) died; 
of the 34 improved patients, 18 (36°%) no longer had an- 
gina. Objectively, however, a smaller proportion (21 
or 42°%) showed evidence of improvement, confirmed in 
13 by improvement in the electrocardiogram. Only one 
death could be attributed to the operation, and that in a 
patient who had already suffered 4 infarcts. Five case 
histories are described, including that of a woman who, 
after being bedfast with severe angina following 2 infarcts, 
was able after operation to walk up 28 steps. The opera- 
tion, which can be performed under local or general 
anaesthesia, is briefly described. ‘* Hockey-stick”’ in- 
cisions are made over both second intercostal spaces, 
the muscles divided, and the internal mammary arteries 
thus exposed are doubly ligated and divided. 

M. Meredith Brown 


1118. Reflex Spasm of the Coronary Arteries in Acute 


Myocardial Infarction. cnasm Kopo- 
HaPHbIX COCYQOB OCTpoM HHdapKTe MHOKapna) 

D. and I. KeNnepi. Tepaneemuyecxuu Apxue 
[Ter. Arh.] 30, 56-64, No. 5, May, 1958. 5 figs., 12 
refs. 


Writing from the University of Budapest, the authors 
state that in cases of recent myocardial infarction the 
poor blood supply to the heart is complicated by accom- 
panying spasm of the other coronary vessels not involved 
in the infarct, and that such spasm develops irrespective 
of whether these vessels were already affected by chronic 
pathological changes or were completely healthy at the 
time of the infarction. He suggests that as a result of 
this finding the treatment of cardiac infarction should be 
modified to include blocking of the pathological nervous 
viscero-cortical arc originating in the infarcted area (for 
instance, by means of “ lapractyl ’’) in order to relieve the 
reflex spasm of the non-thrombosed coronary vessels. 

A. Orley 


1119. Coronary Vascular Anastomoses by Internal 
Mammary Implantation. [Review article] 

A. VINEBERG. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 78, 871-879, June 1, 1958. 17 figs., 
17 refs. 
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HEART FAILURE 


1120. ACTH Treatment for Novurit-resistant Cardiac 
Edema. The Role of Tubular Factors in Hypochloruria 
and Mercury-resistance. [In English] 

J. Rap6é and G. BLUMENFELD. Acta medica Scandinavica 
[Acta med. scand.] 160, 15-23, Jan. 31 [received April], 
1958. 3 figs., bibliography. 


A comparison has been made at the Janos Hospital, 
Budapest, between the chloruresis of mercury-sensitive 
and mercury-resistant patients with congestive heart 
failure. In the mercury-resistant patients there was 
severe hypochloruria, and this was considered to have a 
diagnostic and prognostic significance. In mercury- 
resistant patients the administration of mercurial diuretics 
raised only slightly the concentration of chlorides in the 
urine. When ACTH (corticotrophin) was given to 
these patients in addition to a mercurial diuretic, how- 
ever, their urine was found to have a chloride concentra- 
tion almost equal to that of a mercury-sensitive patient. 
The authors deduce a tubular mechanism to account for 
this increased urinary chloride output resulting from 
ACTH therapy. James W. Brown 


1121. Heart Failure of the Hunchback 

T. HANLEY, M. M. Pratts, M. CLiFTon, and T. L. 
Morris. Quarterly Journal of Medicine [Quart. J. 
Med.] 27, 155-171, April, 1958. 4 figs., 23 refs. 


Of 24 patients with severe hunchback studied at the 
Regional Cardiovascular Centre, Sheffield, 10 were 
suffering from congestive heart failure, and in 9 cases 
this was thought to be due to the kyphoscoliosis. 
Despite equally severe spinal deformity, the other 14 
patients showed no evidence of cardiac insufficiency. 
The features of kyphoscoliotic heart disease are discussed 
in the light of a comparison between the 2 groups. 

Tests of pulmonary function did not differentiate 
sharply between those who developed heart failure and 
those who did not. In all cases there was considerable 
reduction in total lung capacity, vital capacity, and maxi- 
mum voluntary ventilation, but no difficulty in perform- 
ing rapid expiration and little impairment of intrapul- 
monary gas mixing. The patients with kyphoscoliotic 
heart disease, however, more frequently gave a history of 
recurrent pulmonary infections. A further point of dis- 
tinction was the presence in 8 of them of arterial 
anoxaemia and chronic respiratory acidosis, usually 
absent in kyphoscoliosis without heart failure. While 


‘these findings indicate a severe degree of alveolar hypo- 


ventilation, the exact nature of the association between 
this and heart failure remains obscure. 

The clinical picture of kyphoscoliotic heart disease 
resembles that of anoxic cor pulmonale, being dominated 
by the signs of central cyanosis, unduly warm extremities, 
and a full, abrupt pulse. There are no particular charac- 
teristic findings on examination of the heart itself. The 
electrocardiogram in 4 cases showed T-wave inversion 
in right-sided precordial leads, but suggested marked 
right ventricular hypertrophy in only one case (in which 
there was also clinical evidence of pulmonary hyper- 
tension). S. G. Owen 
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1122. Treatment of Polycythaemia with Radioactive. 
Phosphorus. pamHoaKTHBHEIM dociopom 
60NbHEIX 

I. I. Cverxov and L. I. Gurevité. HKaunuyecxaa 
Meduyuna [Klin. Med. (Mosk.)] 36, 98-99, No. 4, April, 
1958. 


Since 1952 10 patients with polycythaemia (4 men and 
5 women) have been treated with radioactive phosphorus 
(32P), one having previously been treated by irradiation 
of the long bones and venesection; in 5 of these patients 
hypertension was present and in 6 there was spleno- 
megaly. The 32P was given in the form of an isotonic 
solution of sodium phosphate in 100 ml. of 10°% glucose, 
cither fasting or 3 to 4 hours after food, further food 
xeing forbidden for 2 or 3 hours after administration. 
The dose was usually 2 mc. at each treatment, and the 
intervals between doses were usually 7 to 14 days, the 
‘otal dose amounting to 8 mc. In 2 cases 400 to 500 ml. 
of blood was withdrawn before each treatment because 
of extreme hypertensive headache. 

Clinical improvement occurred in all cases after 3 to 
‘ weeks from the beginning of treatment, and eventually 
© patients recovered capacity for work. In 2 of these 
cases the remission has lasted for 4 years, in 4 for 2 
years, while the other 3 dre more recent and still under 
observation. The arterial blood pressure was lowered 
to normal levels in 3 cases. The only patient needing a 
further course of treatment was the one, a woman with 
very severe disease, who had previously been irradiated; 
she received 8 mc. in the first course and had 4 further 
courses each of 4 mc. In this case, however, remissions 
lasted only 4 to 6 months and the patient died of throm- 
bosis of the coronary and cerebral vessels. 

L. Firman-Edwards 


ANAEMIA 


1123. Nuclear Changes in Oral Epithelium in Pernicious 
Anaemia 

P. C. FARRANT. Lancet [Lancet] 1, 830-831, April 19, 
1958. 1 fig., 4 refs. 


It was stated by Brown (Glasg. med. J., 1946, 27, 313) 
that epithelial atrophy of the tongue occurs in some 70% 
of cases of pernicious anaemia. Attempts by the present 
author to examine cytological material from the tongue 
were not successful, partly because of heavy keratiza- 
tion, but examination of the oral mucosa has proved 
more satisfactory, and in this preliminary communication 
from the Royal Infirmary, Bristol, the method and results 
are described. 

From 39 patients with pernicious anaemia preparations 
of oral mucosa were obtained by scraping the inside of 
the cheek with a microscope slide. Examination of the 
squamous cells for changes in nuclear size and mor- 


Clinical Haematology 


phology showed that the nuclei were increased in size. Of 
25 patients who were re-examined 2 to 32 months after 
the beginning of treatment, the nuclei were found to be 
diminished in size in 22. When material from 95 
control subjects of varying ages was examined a sur- 
prising increase in nuclear size, particularly in the shorter 
axis, was found in subjects over 60. However, in both 
of the two age groups 35-59 and 60+ years the mean 
measurement in that axis was significantly greater for 
the patients than for the controls. The author therefore 
concludes that in general in pernicious anaemia squa- 
mous-cell nuclei from the mouth are abnormally large, 
particularly in the shorter axis, and that they revert 
to normal dimensions with treatment. In 10 cases of 
normocytic normochromic anaemia and control subjects 
with achlorhydria and oral sepsis there was no significant 
departure from normal in the size of the nuclei. Similar 
studies in patients with iron-deficiency anaemia are in 
progress. A. W. H. Foxell 


Absorption of Cobalt®°-labeled Vitamin B;> after 
Subtotal Gastrectomy 

F. LoewenstTeIn. Blood [Blood] 13, 339-347, April, 
1958. 29 refs. 


Absorption of radioactive vitamin B)2 (cyanocobala- 
min) after subtotal gastrectomy was studied at the 
Veterans Administration Hospital, Boston, a modifica- 
tion of the Schilling urinary excretion method being used 
and the cyanocobalamin being labelled with radioactive 
cobalt (9°Co). 

In 5 patients who were subjected to conventional 
distal subtotal gastrectomy for chronic peptic ulcer 
absorption of cyanocobalamin was normal before opera- 
tion and there was no significant: change afterwards. 
A total of 24 patients with gastro-intestinal symptoms 
or anaemia (usually due to iron deficiency) were studied at 
various periods after distal subtotal gastrectomy (one 
was operated upon for carcinoma). In 19 patients 
absorption of cyanocobalamin was normal. In 3 absorp- 
tion was within or near the range of values expected in 
pernicious anaemia; that the malabsorption was due to 
intrinsic-factor deficiency was demonstrated by improved 
absorption following administration of the vitamin with | 
normal gastric juice as a source of intrinsic factor. The 
gastric mucosa was normal and the gastric juice was acid 
in 2 of the 3 cases. In the remaining 2 cases in the series 
very extensive subtotal resection was carried out and 
only a few centimetres of the cardiac end of the stomach 
was left. In these cases absorption of radioactive cyano- 
cobalamin was subnormal, but not in the range found in 
pernicious anaemia. 

There was normal absorption in 3 additional patients 
who were subjected to proximal gastrectomy with resec- 
tion of a few centimetres of the lower oesophagus. 


R. B. Thompson 
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1125. The Effect of Pteroylglutamic Acid Administration 
on the Serum Vitamin B,;2 Concentration in Pernicious 
Anemia in Relapse 

J. Box, J. G. Faser, J. A. DE Vries, W. F. S. KROEsE, 
and H. O. NieweG. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 51, 667-671, May, 1958. 
2 figs., 7 refs. 


Using bioassay with Lactobacillus leishmanii, the 
authors estimated the serum vitamin-B;2 (cyanocobala- 
min) levels in 13 patients with pernicious anaemia before 
and after treatment with 15 mg. of pteroylglutamic acid 
(PGA) daily for 4 to 8 days. In the 11 patients in whom 
there was a satisfactory reticulocyte response the serum 
cyanocobalamin level fell after treatment—except in one 
case in which the initial level was too low for accurate 
measurement—the fall being proportional to the maxi- 
mum reticulocyte response. In the 2 patients in whom 
there was no significant rise in reticulocyte count the 


serum cyanocobalamin level was unchanged after giving © 


PGA, but these patients subsequently responded to injec- 
tions of cyanocobalamin. The serum levels of cyanoco- 
balamin also fell sharply in 3 patients with pernicious 
anaemia of pregnancy successfully treated with PGA. 
The authors suggest that when patients with pernicious 
anaemia are treated with PGA the available cyanoco- 
balamin is utilized for haematopoiesis, and this may be 
the reason for the occasional exacerbation of neurological 
manifestations under these conditions. 

[The authors’ findings are convincing and of great 
fundamental interest.] P. C. Reynell 


HAEMORRHAGIC DISEASES 


1126. Haemophilia-like States in Girls 
A. J. Quick and C. V. Hussey. Lancet [Lancet] 1, 
1294-1298, June 21, 1958. 30 refs. 


In this paper from the Marquette University School of 
Medicine, Milwaukee, Wisconsin, the authors describe 
their findings in 4 girls with haemorrhagic disease and 
demonstrable coagulation defects which were prob- 
ably constitutionally determined. The laboratory in- 
vestigations included determination of the whole-blood 
coagulation time and the prothrombin consumption time, 
alone and with the addition of heated rabbit-brain 
extract, an extract of haemolysed erythrocytes, or aged 
normal serum. The thromboplastin generation test was 
also carried out. [The original should be consulted for 
technical details.] 

The first patient had antihaemophilic-globulin defici- 
ency. The whole-blood coagulation time was prolonged 
and defective prothrombin consumption was not cor- 
rected by aged normal serum. The thromboplastin 
generation test demonstrated an abnormality in the 
adsorbed plasma. No correction was observed when 
the patient’s blood was mixed with that from a known 
haemophiliac. 

The second patient had an almost normal whole-blood 
clotting time and abnormal prothrombin consumption 
corrected by aged normal serum. The one-stage pro- 
thrombin time was prolonged and the thromboplastin 


generation test showed a serum defect. The one-stage 
prothrombin time was shortened by the addition of serum. 
The authors conclude that the defect in this case was 


probably identical with that termed the “ Stuart factor — 


deficiency ” or the “* Prower defect ”’. 

The features in the remaining 2 cases in the series were 
those of von Willebrand’s disease with antihaemophilic- 
globulin deficiency. The bleeding time was prolonged 
and the thromboplastin generation test showed an 
abnormality in the adsorbed plasma. A. S. Douglas 


1127. Disorders of Haemostasis Associated with Con- 
genital Heart Disease. (Les thrombopathies associées 
aux cardiopathies congénitales) 

D. ALAGILLE, R. HeEIM DE Batsac, J. Guéry, J. PAs- 
SELECQ, P. BLONDEAU, and C. Dusost. Revue francaise 
d’ études cliniques et biologiques frang. Et. clin. biol.} 
3, 322-331, April, 1958. 3 figs., 19 refs. 


The often observed fact that patients with congenital 
heart disease bleed excessively during and after operation 
has led the authors, working at the Marie-Lannelongue 
Surgical Centre and the National Blood Transfusion 
Centre, Paris, to study haemostasis in 50 such patients, 
of whom 20 had cyanotic and 30 acyanotic heart disease. 
The comprehensive battery of tests employed gave com- 
pletely normal results in only 12 patients. Of the other 


patients, the bleeding time was prolonged in 17 (although 
there was no notable thrombocytopenia, and capillary 
resistance was impaired in only one), the prothrombin 
consumption was frankly abnormal in 7, the platelet 
activity of the serum reduced in 17, and thromboplastin 
generation (using the patient’s platelets) delayed in 15, 


usually in association with abnormal results in other tests. 
From these findings the authors deduce that there is a 
qualitative defect of the platelets in many patients with 
congenital heart disease, and they suggest that it may be 
an associated congenital disorder. Thus pro-accelerin 
(Factor V) activity was found to be deficient in 5 patients 
with cyanotic heart disease and polycythaemia; it is 
suggested that this may be due to excessive plasma 
proteolytic activity. The authors therefore advise that 
the bleeding time, capillary resistance, prothrombin con- 
sumption, and the prothrombin complex should be 
studied as a routine before any operation on patients with 
congenital heart disease. As a prophylactic measure 13 
patients were treated preoperatively with prednisone in 
daily doses ranging from 15 to 150 mg. for 4 to 20 days 
(usually 15 to 30 mg. for 4 or 5 days). In 9 the bleeding 
time and capillary fragility were corrected and there was 
no excessive haemorrhage during and after operation, 
but in the other 4 no such correction was obtained and 
bleeding was troublesome. T. B. Begg 


1128. Haemorrhagic Thrombocythaemia. Report of 
Two Cases Treated with Radioactive 

J. R. Fountain. British Medical Journal (Brit. med. 
J.] 2, 126-130, July 19, 1958. 2 figs., 8 refs. 

The clinical and haematological findings in 2 patients 
who had a haemorrhagic diathesis in association with 
an increased number of platelets are discussed in this 
paper from the General Infirmary at Leeds. 
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The first patient, a man of 58 years, had a history of 
attacks of gastro-intestinal haemorrhage over the past 
6 years. A number of investigations during that time, 
including laparotomy on two occasions, did not reveal 
a local lesion as the site of the haemorrhage. Haemato- 
logical examination showed the platelet count to be over 
2,000,000 per c.mm., with a marked leucocytosis. 
Many of the platelets were bizarre in appearance. Mega- 
karyocytes were very numerous in the bone marrow. 
{Investigation of the haemostatic mechanism revealed 
that the bleeding time and prothrombin consumption 
were normal, and the platelets were functionally normal. 
A good clinical response to administration of radio- 
ictive phosphorus (32P), with a fall in the leucocyte count 
ind platelet count, was obtained in this case. 

The second patient, a man of 53, had a 12-year history 
of gastro-intestinal haemorrhage. About 8 years after 
he onset of haemorrhage he was found to have an 
nlarged liver and spleen, and splenectomy was per- 
ormed. The histology of the spleen was compatible 
‘vith portal hypertension. There were episodes of gastro- 
ntestinal haemorrhage after the operation, and at sub- 
.equent laparotomy cirrhosis of the liver was diagnosed. 
“hereafter, haematological investigations showed an in- 
crease in the numbers of leucocytes and platelets. A 
, ood clinical and haematological response was obtained 
tollowing treatment with 32P. The erythrocyte count 
19se to polycythaemic levels. Apart from the platelet 
count the haemostatic mechanism was normal. 

The relationship of this condition to myeloproliferative 
cisorders is discussed, together with other relevant 
points. A. S. Douglas 


1129. Thrombotic Thrombocytopenic Purpura: a Review 
of the Literature with Report of a Case 

L. H. Antes. Annals of Internal Medicine [Ann. intern. 
Med.] 48, 512-536, March, 1958. 6 figs., 42 refs. 


HODGKIN’S DISEASE 


1130. Determination of C-reactive Protein in the Blood 
of Patients with Hodgkin’s Disease 

H. F. Woop, H. D. DiaMonpn, L. F. CrAver, E. PADER, 
and S. K. Erster. Annals of Internal Medicine [{Ann. 
intern. Med.] 48, 823-833, April, 1958. 14 refs. 


In 121 patients with Hodgkin’s disease, most of whom 
were seen at the Memorial Center for Cancer and Allied 
Diseases, New York, the authors attempted to correlate 
disease activity with the serum C-reactive protein level. 
The patients were divided into three diagnostic groups: 
sarcoma (3 patients); granuloma (106); and para- 
granuloma (12). Serial estimations showed that patients 
with paragranuloma had no C-reactive protein in the 
blood, but that this appeared when the disease process 
changed in character to granuloma and became wide- 
spread. Treatment of early localized granuloma resulted 
in disappearance of C-reactive protein, but it reappeared 
with disease activity. Generalized disease, whether 
granuloma or sarcoma, was associated with the presence 
of C-reactive protein in the blood. The authors state 
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that in the patients with generalized disease there was no 
consistent effect on the C-reactive protein levels following 
‘administration of various therapeutic agents, in spite of 


clinical improvement. M. Sandler 
1131. The Prognosis of Hodgkin’s Disease. (Le pro- 
nostic de la maladie de Hodgkin) 


P. Croizat, P. Pontus, J. PAPILLON, L. Revo, M. 


DaRGENT, F. Pinet, M. Kuentz, and E. LEeNoBLE. 
Presse médicale [Presse méd.| 66, 1135-1138, June 25, 
1958. 4 figs., 2 refs. 


Although the ultimate prognosis of Hodgkin’s disease 
is generally agreed to be hopeless, the authors have 
nevertheless attempted to analyse the factors influencing 
the evolution of the disease and the probable period of 
survival, basing their observations on 110 patients 
treated at the Centre Professeur Léon-Bérard, Lyons, 
up to 1956. For the whole series the average period 
of survival from the beginning of treatment was 41-8 
months. The predominant factor influencing survival 
appeared to be the duration of the first remission; thus 
of the 60 patients whose remission lasted less than one 
year the average survival was only 28-5 months, and only 
5 lived for 5 years, whereas the 24 who had a remission 
lasting more than 2 years survived an average of. 63-9 
months, and 12 of them (50%) lived for at least 5 years. 
The stage of the disease was also an important factor. 
Thus for the 5, 42, and 63 patients in Stages I, II, and III 
respectively of the disease (Peters’s classification) the 
mean survival times were 57-2, 62-5, and 26-8 months 
respectively. Unfavourable factors in prognosis were 
the presence of splenomegaly, enlarged prevertebral 
lymph nodes, and small nodes of a fibrous ccnsistency, 
especially in the hilar area. The sensitivity of the nodes 
to irradiation was a more potent factor than their histo- 
logical appearance, the fibrous type of node being less 
sensitive and thus of more serious prognosis than those 
containing many Steinberg cells, which are particularly 
sensitive to x rays. 

In regard to the blood ‘nine anaemia with a total 
erythrocyte count of less than 4,000,000 per c.mm. was 
usually associated with rapid evolution of the disease, 
whereas a leucocytosis (14,000 to 18,000 per c.mm.) was 
a more favourable sign. An increase in the erythrocyte 
sedimentation rate during a remission indicated an immi- 
nent return of the disease, as also did an increase in the 
level of «2 globulin, as shown by electrophoresis. Among 
other observations the authors note that the disease is 
generally more severe in men than in women, and its 
evolution usually more rapid in children than in adults. 
Pregnancy does not in itself exert an unfavourable 
influence, but if the disease makes its first appearance 
during pregnancy or the puerperium the prognosis is 
grave. 

Apart from surgical intervention in 6 cases, with 
radiotherapy in 5 of them, the treatment consisted 
mainly in x-irradiation alone (58 cases), or x-irradiation 
plus administration of nitrogen mustard (mustine hydro- 
chloride) (39 cases). The effect on the survival rate was 
slightly more favourable in those patients treated by a 
combination of radiotherapy and chemotherapy. 
Ethel Browning 
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Respiratory System 


1132. Respiratory Function following Segmental Re- 
section of the Lung for Bronchiectasis 

R. KAMENER, M. R. BecKLAKE, H. GOLDMAN, and M. 
McGrecor. American Review of Tuberculosis and Pul- 
monary Diseases [|Amer. Rev. Tuberc.] 77, 209-220, Feb., 
1958. 1 fig., 15 refs. 


In this paper from the Witwatersrand University 
Medical School and the Johannesburg Hospital, South 
Africa, the results are reported of respiratory function 
tests in 21 patients before, 1 to 4 months after, and one 
year after resection of bronchiectatic segments of the 
lungs. There was little difference between the values for 
vital capacity and maximum breathing capacity before 
and after operation. The functional residual capacity 
before operation was greater than normal in the whole 
group, but after surgical resection the final value 
approached, and in some instances exceeded, that 
observed preoperatively, suggesting some hyperinflation 
of the remaining lung. The values for resting ventilation 
were similar before and after operation, and exercise 
ventilation as measured by the Hugh-Jones exercise 
tolerance test showed no significant change. There was 
a slight increase in non-elastic resistance, and oximetric 
studies showed a tendency towards increased arterial 
anoxia on effort after surgery. 


The authors suggest that extensive segmental resection 
may probably be safely undertaken in those cases of 
bronchiectasis already showing considerable impairment 


of pulmonary function. G. M. Little 


1133. The Natural History of Chronic Bronchitis 
D. D. Reip and A. S. FamrRBAIRN. Lancet [Lancet] 1, 
1147-1152, May 31, 1958. 2 figs., 9 refs. 


To obtain long-term information about the natural 
history of chronic bronchitis the authors used the sick- 
ness-absence records of 600 postmen throughout the 
United Kingdom who had been prematurely retired 
because of chronic bronchitis or who had died in the 
service from that cause and of a matched control group 
of postmen of the same age and length of service who 
were still actively employed. The bronchitic group 
showed an excess of sickness absence due to bronchitis 
over the control group right back into early youth, but 
the difference between the two was greater after the age of 
40. Moreover, after this age there was an excess of 
absence due not only to bronchitis, but also to upper 
respiratory diseases, asthma, heart disease, pneumonia, 
and pleurisy among the bronchitics. The excess absence 
rate due to heart disease over the control level was 
greatest among those who died of bronchitis. The 
bronchitic subjects also had a higher incidence of rheu- 
matic, gastro-intestinal, and other diseases than the 
controls, the excess frequency of peptic ulcer being signifi- 
cant. Of the deaths occurring among the bronchitics 
after their retirement, those due to respiratory and 
cardiac causes, particularly bronchitis, showed an excess 
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over expectation for men of their age group, and there 
was also a significant excess of deaths from cancer of 
the lung, but not from cancer in other sites. 

The association between bronchitis and atmospheric 
pollution is shown by the fact that the trend of sickness 
absence from bronchitis among London postmen 
throughout the year was found to be related more closely 
to fog frequency than to temperature. Again, when the 
figures from the various post offices throughout the coun- 
try were grouped in 4 areas differing in average frequency 
of fog the increase in the incidence of bronchitis with 
age among men over 45 was clearly shown to be steeper 
in the more polluted areas. The death rate from bron- © 
chitis showed a similar relation to the degree of pollution, 
and the average survival of postmen after retirement for 
chronic bronchitis was shorter in the more than in the 
less polluted areas. There was also a greater incidence 
of heart disease, pleurisy, and pneumonia among bron- 
chitic postmen in the more polluted areas. 

C. M. Fletcher 


1134. Statistical Data for Cancer of the Lung. (Hexo- 
TOpble aHHble 10 CTaTHCTHKE paka 

D. I. Macand L. E. Mizsax. Kaunuyeckaa Meduyuna 
[Klin. Med. (Mosk.)] 36, 36-40, No. 4, April, 1958. 
5 refs. 


_ The data in this article are based on figures available 
for the four chief towns in the Ukraine, namely, Kiev, 
Kharkov, Odessa, and Dnepropetrovsk. In 1954 the 
incidence of cancer of the lung was 12-3 per 100,000 
persons, but since that date it has risen by 23°%. Cases 
of lung cancer constituted 2°6°% of all cases of cancer in 
1948, this figure rising to 8-5% in 1956. In 1948 
the sex incidence was 7:3°% for men and 1:5% for 
women, while in 1956 the corresponding figures were 
16:1 and 3:0%. Thus the predominance of lung can- 
cer in men is both absolutely and relatively increased. 
To the total number of deaths from all forms of cancer 
in 1948, lung cancer contributed 10-79% (16:7% for men 
and 6-2°%% for women), but 15-4°% (26% for men and 68% 
for women) in 1952. In 71-1°% of cases of lung cancer in 
men and in 64°% of those in women the disease occurred 
between the ages of 50 and 69. 

A significant difference was noted between the incidence 
of the disease in the industrial and the agricultural popu- 
lations, only 9-5°% of the patients treated in the Ukrainian 
Radio-Oncological Institute being agricultural workers. 
The authors conclude that while the proportion of 
cases of pulmonary disease diagnosed as or suspected 
of being cancer might be lower in the rural districts than 
in the towns (owing to lack of efficient medical per- 
sonnel, unwillingness to seek advice, or similar factors) 
the evidence seems overwhelming that lung cancer is more 
common in urban than in rural districts. But until more 
universal and accurate statistical investigations can be 
organized, the exact relative distribution of lung cancer 
cannot be determined. L. Firman-Edwards 
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Urogenital System 


1135. Signs and Symptoms in Chronic Renal Failure. 


I]. Anaemia, Acidosis, Dehydration, and Salt Loss. II. . 


\omiting, Twitching, Haemorrhagic Diathesis, Convul- 
sions, Itching, and Diarrhoea. [In English] 

}. EFFERS@E. Acta medica Scandinavica [Acta med. 
s-and.| 160, 405-416 and 417-430, April 15, 1958. 
14 figs., 20 refs. 


These two papers from the Kommunehospital, Copen- 
hagen, assess the relationship between the clinical 
r cture and renal function as observed in 41 selected cases 
c* chronic renal disease studied in vivo and later post 
mortem. None showed any other disease which might 
influence the clinical picture. The conditions found 
were chronic glomerulonephritis (10 cases), chronic 
pyelonephritis (14), and congenital cystic kidney (6); in 
1: cases the condition was undiagnosed. Treatment 
consisted in administration of sodium bicarbonate to 
counter severe acidosis when present, blood trans- 
f.sions for the anaemia while the patients were in hos- 
pital, and antibiotics for infections. Some of the 
putients were given a low-protein diet of 20 to 30 g. per 
diy, while others received 60 to 80 g. per day. The 
criteria for selection excluded extraneous factors which 
might influence the results. 

The haemoglobin value was found to be more closely 
reiated to the serum creatinine than to the serum urea 
ccencentration. It rarely fell below 40%, despite decreas- 
ing renal function, and was unaffected by a low-protein 
dict. In patients taking a normal diet there was a 
fairly close relationship between the serum creatinine 
level and the serum total CO, concentration: In those 


on low-protein diet the serum total CO, value did 


not fall below 15 millimols per litre. Serum CO, 
values were even more closely related to serum urea 
levels, whether the protein intake was normal or low. 
With a normal diet the serum chloride levels were 
generally normal, but tended to fall with a low-protein 
diet even when serum CO, values were unchanged. 
Both high and low concentrations were observed and 
were independent of the creatinine level. 

Significant vomiting was found to be closely related to 
serum creatinine levels, being rare with creatinine values 
below 8 mg. per 100 ml., but was the rule when this value 
reached 20 mg. per 100 ml. Neither hypertension nor 
protein intake influenced vomiting. In the patients on 
alow-protein diet administration of bicarbonate increased 
the amount of vomiting. High serum CO2 concentra- 
tions accompanied vomiting, particularly in patients 
receiving a low-protein diet and bicarbonate. Muscular 
twitching did not occur at serum creatinine concentra- 
tions below 9 mg. per 100 ml., but the incidence in- 
creased rapidly with concentrations above this level 
and was uninfluenced by the height of the blood pressure 
or by the diet. Bicarbonate increased the incidence of 
twitching. Haemorrhage occurred only at creatinine 
levels of 14 mg. per 100 ml. or higher and was not 


influenced by the presence of hypertension. Convul-. 
sions, which occurred in 7 patients, were either tetanic, 
when they followed the administration of large amounts 
of bicarbonate, or hypertensive. Although itching 
occurred only at creatinine levels above 6 mg. per 100 
ml., it seemed more likely to be due to drugs. Diarrhoea 
was uncommon, and when it did occur renal function 
was usually severely impaired. L. Capper 


1136. Unilateral Renal Function in Chronic Pyelo- 
nephritis and Renal Papillary Necrosis. [In English] 

C. A. Epvatt. Acta chirurgica Scandinavica [Acta chir. 
scand.} 115, 11-17, 1958. 7 refs. 


This paper from Karolinska Sjukhuset, Stockholm, 
reports the results of investigations of renal function in 
13 patients with chronic pyelonephritis and 8 patients 
with renal papillary necrosis. Samples of urine from the 
ureter and of blood from the renal vein were obtained 
on each side separately by catheterization after the injec- 
tion of inulin and PAH for estimation of the clearances 
of these two substances, from which the glomerular 
filtration rate (G.F.R.) and renal plasma flow (R.P.F.) 
respectively were calculated. The functional pattern 
in the two diseases differed in that a high G.F.R.:R.P.F. 
ratio was found in pyelonephritis (confirming the obser- 
vations of Raaschou, Studies on Chronic Pyelonephritis, 
Copenhagen, 1948, who used diodone clearance as a 


‘measure of R.P.F.), but was not observed in papillary 


necrosis. 

The author discusses these findings and concludes 
that they make it unlikely that renal papillary necrosis 
is only a variant of chronic pyelonephritis. An interest- 
ing observation was that the extraction ratio of PAH 
was consistently low in those kidneys in which PAH 
clearance was reduced. Since catheterization of the 
renal vein is less onerous for the patient than ureteric 
catheterization, this finding suggests a means of simplify- 
ing the investigation of hypertensive patients suspected of 
unilateral renal disease. D. A. K. Black 


1137. The Relationship between the Clinical and the 
Histological Features of Acute Glomerular Nephritis 
Based on a Study of Renal Biopsy Material 

M. S. R. Hutt, J. L. Prnnicer, and H. E. DE WARDENER. 
Quarterly Journal of Medicine {|Quart. J. Med.| 27, 265- 
291, April, 1958. 11 figs., 27 refs. 


This paper from St. Thomas’s Hospital, London, 
records the renal biopsy findings in 15 adults with acute 
nephritis and the correlation of the histological and 
clinical features. In 14 of the cases renal biopsy was 
performed within 17 days of the onset of symptoms and 
in the remaining case after 6 weeks’ illness. 

In 3 cases the only histological findings were minor 
changes, in the form of “ tubularization ” of the cells, in 
Bowman’s capsule; these patients presented with 


359 


| 
KO- | 
uHa 
58. 
able 
the | 
‘ases 
or in 
1948 
for 
were 
can- 
ased. 
incer 
58% 
er in 
urred 
lence 
| 
inian 
rkers. | 
yn of 
ected 
; than 
| per- | 
ctors) | 
more 
‘more 
an be 
sancer | 
ards | 
| 


360 


oedema and heart failure, but no albuminuria, haema- 
turia, or hypertension. In 5 cases, of which one had 


‘clinical features similar to those of the first 3 and the 


other 4 had the classic features of acute nephritis— 
oedema, proteinuria, haematuria, hypertension, and, in 
addition, raised jugular venous pressure—there were 
striking abnormalities in the glomerular tufts, but no 
changes in the tubules; the glomerular lesions consisted 
in varying degrees of nuclear proliferation, infiltration 
with polymorphonuclear leucocytes, and an increase of 
eosinophilic internuclear material. In 6 cases biopsy 
showed focal areas of tubular degeneration and cellular 
infiltration of the interstitial tissue in addition to severe 
glomerular changes; the clinical picture in 4 of these was 
similar to that in the previous group, but one patient 
developed haematuria and pneumonia 3 weeks after a 
sore throat and another had acute arthritis of the 
knees with eosinophilia in addition to the features of 
nephritis. 

Haematuria occurred only in cases in which changes 
were observed in the glomerular tufts, and there appeared 
to be some relationship between these changes and the 
development of hypertension. The erythrocyte sedi- 
mentation rate was related to the severity of the histo- 
logical changes. The blood urea level and creatinine 
clearance showed some relationship to the structural 
changes. Two patients with severe inability to concen- 
trate urine had multiple tubular lesions. 

C. Bruce Perry 


1138. The Problem of Postnephritic Hypertension. 
(Zur Frage einer post-nephritischen Hypertonie) 

O. H. ARNOLD and K. D. Bocx. Deutsche medizinische 
Wochenschrift [Dtsch. med. Wschr.| 83, 711-718, April 
18, 1958. 6 figs., 25 refs. 


The authors have collected 14 cases in which acute 
glomerulonephritis was followed in each instance by 
persistent hypertension. The renal disease apparently 
cleared up, whereas the hypertension tended to increase. 
The patients were observed for several years during which 
the constituents of the urine and the concentrating power 
of the kidneys were normal. In 7 of the cases the results 
of tests of inulin clearance and hippuric acid synthesis 
were also normal, but in the other 7 were abnormal. 

The authors argue that patients with normal renal 
function but in whom persistent hypertension follows 
glomerulonephritis form a group of their own and that 
this condition should be called postnephritic hyperten- 
sion. They suggest that renal factors may maintain the 
hypertension in those with the appropriate constitutional 
background. G. W. Csonka 


1139. The Nephrotic Syndrome. Observations of the 
Effects of A.C.T.H. in 40 Patients. [In English] 

D. CHARLTON, A. L. LATNER, J. W. PLatt, G. A. SMART, 
R. B. THompson, and W. WALKER. Acta medica Scan- 
dinavica [Acta med. scand.] 161, 33-56, May 16, 1958. 
5 figs., 46 refs. 


From the Royal Victoria Infirmary (University of 
Durham), Newcastle upon Tyne, the authors report the 
long-term effects of corticotrophin (ACTH) on the 
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nephrotic syndrome in 40 patients aged 18 months to 59 
years who showed generalized oedema, proteinuria, and 
low serum protein and raised serum cholesterol levels. 
(Patients with chronic venous congestion, hepatic disease. 
severe hypertension, or gross nitrogen retention were 
excluded.) The dosage of ACTH (except for young 
children) was either 25 units given 6-hourly by intra- 
muscular injection or 40 units of ACTH gel every 12 
hours for 10 to 21 days. Most of the patients (38) were 
followed up for various periods up to 4 years after 
treatment. 

Diuresis was induced in 53 (83%) of 64 courses of 
ACTH and the urine became protein-free in 23 (36-5°%). 
Complications due to ACTH therapy were few, consisting 
mainly in an initial increase in oedema and a rise in the 
blood pressure. It is advised that penicillin should be 
given during the course of ACTH. The long-term 
assessment of these 38 patients showed that 16 remained 
free from oedema and proteinuria, 8 were free from 
oedema but had some proteinuria, and 10 had oedema 
and proteinuria, 4 without and 6 with nitrogen retention. 
The remaining 4 patients died of uraemia; in 2 of these 
fatal cases death, which occurred suddenly, may have 
been due, it is thought, to potassium intoxication arising 
in the course of treatment. It was noted that the prog- 
nosis was best in those responding to ACTH and show- 
ing no residual proteinuria, while the worst single prog- 
nostic sign was a failure to respond to the hormone. 
Patients who responded showed an increase in the serum 
albumin and a decrease in the «2-globulin level. There 
was a positive correlation between lack of response to 
ACTH and the degree of increase in systolic blood 
pressure. The authors conclude that corticotrophin 
should always be given to patients with nephrosis unless 
otherwise contraindicated. Detailed results are pre- 
sented in a table and compared with those of similar 
studies reported in the literature. G. W. Csonka 


1140. Calcium and Phosphate Metabolic Studies in 
Patients with Urinary Calculi 

G. L. Mouzas. British Medical Journal [Brit. med. J.] 
1, 1385-1388, June 14, 1958. 2 figs., 14 refs. 


In an investigation carried out at Hammersmith 
Hospital (Postgraduate Medical School of London) on 
85 patients with renal calculi the concentrations in urine 
and plasma of calcium, phosphorus, and creatinine were 
estimated, and the urinary 24-hour calcium and phos- 
phate excretion estimated in the 15 cases in which ab- 
normal blood or urine levels were found. Evidence of 
abnormality of calcium metabolism (increased urinary 
calcium: creatinine ratio and hypercalciuria) was found 
in 6 cases, and of abnormality of phosphate metabolism 
(increased urinary phosphate: creatinine ratio and hyper- 
phosphaturia) in 5. Four patients were considered to 
show evidence of “* parathyroid dysplasia ’—high serum 
calcium and low serum phosphate levels, hypercalciuria, 
and increased urinary calcium: creatinine ratio. Calcium 
infusion tests were carried out in 4 cases in which the 
urinary findings were abnormal, but the results were 
not found to be helpful in the study of calcium and 
phosphate metabolism. D. A. K. Black 
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Endocrinology 


1141. The Influence of Endocrine Glands on Carbo- 
hydrate Metabolism. I. The Definition and Estimation 
of the Clearance of Glucose. II. The Glucose Tolerance 
and Clearance of Glucose in Healthy Subjects and in 
Patients with Hypo- and Hyperthyroidism. [In English] 
L. MACHO. Acta medica Scandinavica [Acta med. scand.] 
160, 477-484 and 485-490, May 6, 1958. 6 figs., biblio- 
graphy. 


The first of these two papers from the Slovak Institute 
of Endrocrinology, Bratislava, Czechoslovakia, describes 
a new method of calculating glucose clearance after the 
intravenous infusion of a loading dose of 25 g. of glucose 
in 40% solution. In tests on 22 healthy men and 44 
datients the decline of the blood sugar concentration 
after injection was shown to be exponential with time. 
‘n this method the clearance of glucose is defined as 
‘he volume of extracellular fluid cleared of its content of 
zlucose in unit time, and a mathematical formula for the 
calculation of the assimilation coefficient is presented and 
~xplained. 

The second paper reports the results of estimation of 
slucose clearance rates by this method in 19 untreated 
datients with hyperthyroidism and in 11 untreated 
»atients with hypothyroidism, and compares them with 
‘hose in the control group of 22 healthy men mentioned 
above. The hypothyroid patients showed a lowered rate 
of utilization of glucose, which however increased after 
ireatment. The hyperthyroid patients, on the other 
land, showed a normal utilization of glucose. These 
iesults suggest that in hypothyroidism glucose utilization 
is decreased correspondingly with the reduction in meta- 
bolism as a whole. This test, it is suggested, may be of 
diagnostic value in cases in which coincident hyper- 
thyroidism and diabetes mellitus are suspected. The 
advantages of the test over the oral glucose tolerance test 
are pointed out. I. McLean Baird 


1142. Chromatin-positive Klinefelter’s Syndrome (Pri- 
mary Microrchidism) in a Mental-deficiency Hospital 

M. A. FerGuson-SmituH. Lancet [Lancet] 1, 928-931, 
May 3, 1958. 7 figs., 12 refs. 


The author, working at the University and Western 
Infirmary, Glasgow, has tested 325 mentally-defective 
males by the oral mucosa smear technique; 4 of these 
patients were found to have female nuclear sex. It is 
concluded that chromatin-positive Klinefelter’s syndrome 
occurs in 1% of male mental defectives. Hyalinization 
of the seminiferous tubules was not an invariable finding, 
but further testicular biopsies may further improve our 
knowledge of this syndrome, which the author suggests 
should be termed “ primary microrchidism”. Full 
details, including the results of intelligence tests, are given 
for the 4 patients of female nuclear sex. 

I. McLean Baird 


THYROID GLAND 


1143. Lymphadenoid Goitre (Hashimoto’s Disease). A 
Clinico-pathological Study 

R. L. B. Beare. British Medical Journal (Brit. med. J.] 
1, 480-486, March 1, 1958. 12 figs., 17 refs. 


The author describes 33 cases of lymphadenoid goitre 
encountered in a series of 2,141 cases in which thyroidec- 
tomy was performed at the Middlesex Hospital, London, 
during the period 1935-55—an incidence of 1-54%. 
The ages of the patients ranged from 37 to 73 years 
(average 51), and all except one were female. 

The clinical features in these cases conformed to the 
well-known pattern of discomfort in the neck and the 
presence of a firm or hard goitre with, in many instances, 
signs of thyroid deficiency. In most of the cases there ' 
was<a relatively high uptake of radioactive iodine, with 
isodose curves evenly distributed over the goitre. The 
author suggests that this may be due to the low thyroidal 
iodine pool, although over-action of thyroid-stimulating 
hormone may also be a factor. In the 3 cases in which 
the precipitin test was carried out the reaction was 
strongly positive. It is pointed out, however, that there 
are other less specific diagnostic tests which reflect the 
presence of a raised serum gamma-globulin level, includ- 
ing plasma protein electrophoresis, flocculation tests, and 
a raised erythrocyte sedimentation rate. 

Treatment is by administration of adequate doses of 
thyroid extract, which in most cases makes surgery un- 
necessary. Operation may have to be performed if 
pressure symptoms are severe, if there is a possibility 
that malignant disease is present, or if medical treatment 
fails. After operation myxoedema is inevitable and must 
be suitably treated. 

The histological pattern of the lymphadenoid reaction 
is described, attention being drawn to the high proportion 
of plasma cells present in the diffuse cellular infiltrate. 
It is noted that although the condition usually occurs 
in a normal gland, it may also coexist with colloid goitre 
and carcinoma. The author discusses various theories 
concerning the aetiology of lymphadenoid goitre, but 
comes to the conclusion that the cause is unknown. 
From a study of the history in a number of his own cases 
he suggests that streptococcal infection with an allergic 
response may be a factor. D. G. Adamson 


1144. Comparative Clinical and Biochemical Effects of 
the dextro- and levo-Isomers of Thyroxine 

P.Starr. A.M.A. Archives of Internal Medicine [A.M.A. 
Arch. intern. Med.] 101, 722-730, April, 1958. 4 figs., 
10 refs. 


In a comparative study of the effects of the dextro- 
and /aevo-isomers of thyroxine in hypothyroidism, car- 
ried out at Los Angeles County General Hospital, 
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patients with thyroid deficiency of varied aetiology— 
idiopathic, therapeutic, or pituitary origin—were selected 
for study, a group of healthy medical students serving 
as acontrol. Sodium L-thyroxine in various doses was 
first given daily by mouth for several weeks and then 
sodium p-thyroxine in a similar manner. The students 
in the control group were given “ a placebo, a capsule of 
potassium iodide, sodium .-thyroxine or sodium D- 
thyroxine once daily by mouth for 8 days ”’, the 24-hour 
uptake of radioactive iodine being measured before 
administration and again on the 7th and 8th days. 

The calorigenic effect of L-thyroxine was well correlated 
with the level of the serum protein-bound iodine (P.B.1.). 
In 2 patients with no functioning thyroid tissue at all the 
serum P.B.I. level produced by p-thyroxine was only 
about half that obtained with the same dose of L-thy- 
roxine. In a similar experiment on 2 other hypo- 
thyroid patients who still had some residual thyroid 
tissue the P.B.I. level produced by the dextro-isomer was 
about two-thirds of that produced by the /aevo-isomer. 
The author states that “‘ p-thyroxine is relatively weak in 
suppression of 131], and hence the reduction in pituitary 
function in these cases is slight. The result is the sum- 
mation of the endogenous protein-bound iodine added 
to the value produced by exogenous medication”. It 
was found that the dose of p-thyroxine by mouth had 
to be five times that of L-thyroxine to produce the same 
serum P.B.1. levels within the dose range of 0-1 to 0-4 mg. 
per day.. 

In patients stabilized on sodium L-thyroxine doses of 
p-thyroxine five times as great failed to keep the serum 
cholesterol level within normal limits, although the level 
of serum P.B.I. was maintained. The fivefold dosage 
of p-thyroxine was also insufficient to prevent a marked 
fall in the basal metabolic rate in ambulatory patients. 
A dose of 10 mg. daily of sodium p-thyroxine caused only 
very slight changes in the electrocardiogram of an un- 
treated myxoedematous patient, whereas in the same 
patient the very small dose of 0-025 mg. of sodium 
L-thyroxine per day caused considerable increase in 
potential and in the T wave. p-Thyroxine depressed 
the uptake of radioactive iodine half as much as L-thy- 
roxine, and in doses of 0-5 mg. per day depressed pituitary 
function, but was not calorigenic. Norval Taylor 


1145. Acroparaesthesia in Myxoedema. A Clinical and 
Electromyographic Study 

I. P. C. Murray and J. A. Simpson. Lancet [Lancet] 1, 
1360-1363, June 28, 1958. 1 fig., 12 refs. 


The neurological manifestations of myxoedema have 
been assumed, on inadequate evidence, to be the result 
of hypometabolism of the nervous system. In a study 
carried out at the Western Infirmary, Glasgow, to test 
this hypothesis the authors found that of 35 patients with 
myxoedema, 26 complained of paraesthesiae of the fin- 
gers, and 11 of these were examined by the electromyo- 
graph. 

Evidence of sensory impairment was found in 8 and 
this always on the radial side of the hands. The motor 
changes were those of weakness and atrophy of the 
abductor pollicis brevis and opponens muscles. Electro- 
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myography showed spontaneous fibrillation and reduced 
motor unit activity in the muscles on the radial border 
of the thenar eminence, the conduction time of the 
nerve between the elbow or wrist and the abductor . 
pollicis brevis being much prolonged in 3 cases. This 
delay was shown to be peripheral to the wrist-stimulating 
electrode. There was no relationship between the pre- 
sence of neuropathy and the severity of the myxoedema, 
but there was usually disappearance of the acro- 
paraesthesia when the myxoedema was successfully 
treated. The degree of nerve involvement was more 
directly related to the patient’s body weight than to any 
of several other factors examined. 

The hypothesis that in myxoedema the diminished 
conduction in nerves is due to hypometabolism is there- 
fore not confirmed, and in the upper limb at least the 
neurological phenomena can be explained by com- 
pression of the median nerve in the carpal tunnel by 
accumulation of myxoedematous tissue under the flexor 
retinaculum of the wrist. G. S. Crockett 
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1146. Mechanism of the Glucosuria Produced by the 
Administration of Steroids with Glucocorticoid Activity 
E. R. Froescu, A. I. WingeGRAD, A. E. RENOLD, and G. 
W. Tuorn. Journal of Clinical Investigation [J. clin. 
Invest.) 37, 524-532, April, 1958. 4 figs., 26 refs. 


The mechanism by which glucocorticoids provoke an 
immediate glycosuria has been studied at the Peter Bent 
Brigham Hospital, Boston, in 4 healthy men aged 21 to 
36. The glucose concentration in the blood and urine 
was measured by a specific glucose oxidase method, since 
it is known that only a fraction of the material measured 
by standard reduction methods or by polarization is in 
fact glucose. The studies were carried out after a 12- 
hour fast and during a water diuresis of 8 ml. of urine 
per minute or more, and during continuous intravenous 
infusion of inulin to which glucose was added at the 
rates of 0-5, 1, and 1-5 g. per kg. body weight per hour. 
Prednisone (100 mg.) was given orally 12 and 3 hours 
before the start of the infusion, or else 75 mg. was 
given daily for 4 days beforehand. In all the subjects 
the urinary excretion of glucose was increased, and this 
increase could be accounted for by a diminished glucose 
tolerance or an increased glomerular filtration rate or 
both; maximum tubular reabsorption of glucose was un- 
affected. The degree of glycosuria was never increased 
when the glucose load was less than the maximum re- 
absorption rate. 

The effect of cortisol (hydrocortisone) in a dose of 
200 mg. infused over 10 hours in the absence of glucose 
loading was also studied in 2 patients with renal gly- 
cosuria during a prolonged fast. The blood glucose 
level and urinary glucose excretion were both greatly 
increased. Increased glomerular filtration contributed 
to the glycosuria, but tubular reabsorptive capacity was 
unaltered. Increased hepatic gluconeogenesis is sug- 
gested in explanation of the findings. 

Peter C. Williams 


1 
I 
m 
at 
ef 
or 
tis 
co 
ki 
ty 
> bo 
cul 
q 
nie 
5-1 
SKI 
4 ef 
the 
7 Th 
ma 
5-h 
is 
dec 
1i4 
4 Itse 
Hii 
D. 
af 82- 
wit 
isa 
of 
(S.¢ 
noc 
of 
dim 
a flov 
10 | 
ig and 
glor 
bloc 
Ir 
ate 
or d 
trati 
belo 
char 
in 


ENDOCRINOLOGY 363 


1147. Adrenal Cortical Hormones and the Formation of 
Histamine and 5-Hydroxytryptamine 

R. Hicks and G. B. West. Nature [Nature (Lond.)] 181, 
1342-1343, May 10, 1958. 1 fig., 3 refs. 


The possibility that the adrenal cortex controls hista- 
rnine levels in the tissues prompted the authors, working 


et the School of Pharmacy, London, to investigate the » 


effects of cortisone and other adrenocortical hormones 
on the level of histamine and 5-hydroxytryptamine in rat 
t:ssue and on tissue mast cells. 

Groups of rats were given 50 mg. of cortisone or hydro- 
cortisone per kg. body weight daily for 14 days and then 
killed, when the histamine and 5-hydroxytryptamine 
<ctivity of various tissues was compared with that in 
te tissues of control animals. In the skin the level of 
toth amines was lowered, degranulation of the skin mast 
c-lls being particularly noticeable, but in the jejunum 
ead spleen only histamine was decreased. In contrast, 
c2oxycortone acetate had noeffectatall. Further experi- 
rents showed that if the rats were first depleted of hista- 
rine and tissue mast cells by treatment with polymyxin 
kk, administration of cortisone greatly retarded the 
r-covery of normal histamine levels and the level of 
5. hydroxytryptamine fell dramatically, especially in the 
s\in. The authors point out that this glucocorticoid 
eifect resembles that of reserpine, a drug which prevents 
the binding of fresh 5-hydroxytryptamine by the tissues. 
Tey also suggest that glucocorticoids, such as cortisone, 
may inhibit the activity of histidine decarboxylase and 
5-hydroxytryptophane decarboxylase, a property which 
is not shared by the-mineralocorticoids such as 
deoxycortone. Nancy Gough 


1148. The Functional Condition of the Kidneys in 
Itsenko—Cushing’s Disease. cocTos- 
wie meyeHu y Myenxo-K ywmura) 

D. M. AnMepDoy. J/podsemet u 


Topmonomepanuu [Probl. Endokr. Gormonoter.] 4, 
82-87, No. 2, March-April, 1958. 15 refs. 


Renal dysfunction is nearly always found in patients 
with the severe form of Itsenko—Cushing’s disease, and 
is aggravated by the onset of cardiovascular insufficiency. 
The dysfunction is manifested in (1) a diminished power 
of urinary concentration, so that the specific gravity 
(S.G.) of the urine falls; (2) an increase in the ratio of 
nocturnal to diurnal (N:D) diuresis; (3) the appearance 
of albuminuria and microscopic haematuria; and (4) 
diminished glomerular filtration rate and renal blood 
flow. Thus of 19 patients with severe Cushing’s disease, 
10 had albuminuria, 6 showed microscopic haematuria 
and casts, in 11 the urinary S.G. was below 1,023, in 
13 the N:D ratio was above unity, 13 showed a lowered 
glomerular filtration rate, and 14 a lowered rate of renal 
blood flow. 

In contrast, in 40 cases of Cushing’s disease of moder- 
ate severity the more obvious signs of renal dysfunction 
or disease were not present, but in 15 the glomerular fil- 
tration rate was low and in 29 the renal blood flow was 
below normal. In remissions of the disease the renal 
changes become less pronounced, except in those cases 
in which, on other grounds, general arteriolosclerosis is 


suspected. It is concluded that in this disease tests of 
renal function may reveal changes in the kidneys long 
before these become clinically manifest. 

L. Firman-Edwards 


DIABETES MELLITUS 


1149. Symptoms and Clinical Aspects of Diabetes 
Mellitus 

A. G. FREEMAN. British Medical Journal [Brit. med. J.] 
1, 1149-1154, May 17, 1958. 3 figs., 16 refs. 


By correlating symptoms, clinical evolution, and 
response to treatment in a series of 300 patients in whom 
a diagnosis of diabetes had been made since 1951 at the 
Royal Devon and Exeter Hospital the author was able 
to make a number of interesting observations, of which 
the following appear to be the more important. (1) The 
classic symptoms of diabetes—polyuria, polydipsia, poly- 
phagia, loss of strength, and loss of flesh—were seen 
as a group in only 24°% of patients with and 15% of 
those without ketonuria, although one or other of them 
was present in 95% of all cases. (2) Evidence of a 
hereditary factor in aetiology was discovered in 34-3% 
of cases. (3) “‘ At the time of diagnosis ketonuria was 
present in every patient under 20 years, in approximately 
two-thirds of patients in the 20-39 age group, and in 
one-third of patients of 40 and over. It was present in 
25% of patients over 16 years of age who were obese 
and in 50% who were not obese.” (4) Of the obese 
patients in the series (that is, those who were 10% or 
more over standard weight for age, sex, and height as 
given in actuarial tables) before the onset of symptoms, 
the diabetes was controlled by diet alone in 42% com- 
pared with only 21% of the non-obese; and whereas 
37:5% of obese diabetics below the age of 50 could be 
controlled by diet, not one of the non-obese in the same 
age group could be treated effectively without insulin. 
(5) Among those patients who were 10°%% or more below 
standard weight before the onset of diabetes, all of those 
below the age of 60 required insulin. (6) A history of 
infection within 3 months of diagnosis was obtainable in 
85 cases (28%), staphylococcal infections predominating; 
on the other hand only 2 patients out of 300 acquired 
active pulmonary tuberculosis. Max Mayer 


1150. The Relationship of Abnormal Vascular Responses 
to Retinopathy and Nephropathy in Diabetics 

J. L. SARGEANT, and W. B. HapLey. A.M.A. 
Archives of Internal Medicine [A.M.A. Arch. intern. Med.]} 
101, 912-920, May, 1958. 9 figs., 10 refs. 


Diabetic retinopathy is rarely observed until diabetes 
has been present for upwards of 10 years, and the dis- 
covery of retinopathy is usually taken as evidence that a 
disorder of carbohydrate metabolism has been present 
for about that time. Writing from Harvard University 
Medical School, Boston, the present authors point out 
that by using the stereoscopic ophthalmoscope (magnifi- 
cation x 100) to examine the bulbar conjunctiva of young 
diabetics a great number will be found to show dilatation 
of the venules, a condition that precedes the retinal 
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venous congestion which is the earliest change of retino- 
pathy seen with the ordinary ophthalmoscope (magnifi- 
cation x15). This dilatation of the conjunctival venules 
usually remains reversible for the first 10 to 15 years of 
the diabetes, but it appears to be part of an abnormal 
vasomotor response. Itis possible that the retinal venous 
dilatation is evidence of a similar abnormal response, 
and that frank retinopathy occurs when the basement 
membrane of the vessels becomes hyalinized in response 
to prolonged intermittent exudation. In an attempt to 
correlate the changes in the conjunctival vessels with the 
severity of the retinal or renal lesions and also with the 
rate of their progression, 60 young diabetics (29 males 
and 31 females) with retinal or renal complications were 
studied, all but 3 of whom were under the age of 40 
and all but one had been diabetic for more than 10 years. 
Each patient was assessed as having shown slow, moder- 
ate, or rapid progression of vascular degeneration, the 
examination of the conjunctival vascular bed being 
made quite independently of the clinical assessment. 
Three types of vascular pattern were recognized: 
(1) normal, if the ratio of the arteriolar diameter to the 
venular diameter (A:V ratio) ranged from 1:2 to 1:3; 
(2) Vascular Change I, if there was general venular dis- 
tension with occasional fusiform dilatations and an 
A:V ratio between 1:4 and 1:8; (3) Vascular Change II, 
which was characterized by a general constriction of all 
vascular elements and an A:V ratio increasing towards 
1:1. Of these 60 patients, 10 (17%) showed a normal 
vascular pattern, 38 (63°%) Vascular Change I, and 12 
(20°%%) Vascular Change II. In general, young diabetics 
with a normal vascular pattern showed little evidence of 
vascular disease, whereas 10 of the 12 (83°%) with Vascular 
Change II had nephropathy, and all 12 had retinitis pro- 
liferans. The 38 patients with Vascular Change I had 
less severe vascular disease, 13 (34°%) having simple 
retinopathy, 10 (27°) retinitis proliferans, and 15 (39°) 
nephropathy. No definite correlation could be estab- 
lished between the rate of progression of the vascular 
lesions, the severity or duration of the diabetes, and the 
changes in vascular pattern, but the authors suggest that 
the present findings indicate that abnormal vasomotor 
changes in the small vessels play an important role in 
the development of diabetic vascular disease and that 
although the latter takes several years to become fully 
developed, the well defined vascular-pattern changes in 
the bulbar conjunctiva here described may be reversible 
and are present even in patients with diabetes of short 
duration. John Lister 


1151. The Late Puerperal Glucose Tolerance of Mothers 
of Large Infants 

P. H. Futcuer, A. L. HAsitup, and B. O. NUGENT. 
Bulletin of the Johns Hopkins Hospital [Bull. Johns 
Hopk. Hosp.] 102, 235-240, May, 1958. 13 refs. 


The literature concerning the association between the 
birth of a large baby and the subsequent development of 
impaired glucose tolerance in the mother is briefly re- 
viewed. The early identification of those mothers of 
large infants who may later become diabetic is made 
more difficult by the frequent occurrence of impaired 


ENDOCRINOLOGY 


carbohydrate tolerance during pregnancy, the significance 
of which is doubtful. For this reason the authors 
usually perform glucose tolerance tests on the mothers of 
large infants born at the Johns Hopkins Hospital, . 
Baltimore, at the time of, or shortly after, their final 
examination some 6 weeks after delivery. 

During the period November, 1954, to May, 1957, 55 
women (29 negro, 26 white) gave birth to live infants 
weighing 4,000 g. or more and were subjected to a glucose 
tolerance test 28 to 99 days later. In 54 cases a specimen 
of urine had been tested for sugar during pregnancy, and 
in 53 cases on admission for delivery. Of these, one 
antenatal and one hospital specimen had given a 2+ 
reduction of Benedict’s solution and some of the others 
had given a lesser degree of reduction. Impairment of 
glucose tolerance characterized by a blood sugar level in 
excess of 139 mg. per 100 ml. 2 hours after the ingestion 
of glucose was observed after delivery in 4 cases (7%). 
These 4 subjects constituted 15°% of the 27 women whose 
infants weighed 4,300 g. or more. Maternal weight was 
20 Ib. (9 kg.) or more in excess of the “ desirable” 
figure in 37 of the 52 cases in which this information was 
available, and the 4 women showing an abnormality of 
glucose metabolism were included in this overweight 
group. 

The difficulty of evaluating significance of the 
** abnormality’ of carbohydrate metabolism found in 
these patients as a possible indication of the develop- 
ment of diabetes in the future is emphasized, one case 
being cited as an example in which glucose tolerance 
returned to normal between the 5th and 9th weeks post 
partum. The authors do not consider that any specific 
infant birth weight can be regarded as a strong indication 
for performing a glucose tolerance test on the mother. 

A. G. Mullins 


1152. Hypertension and Diabetes Mellitus 

P. FREEDMAN, R. Mouton, and A. G. SPENCER. Quar- 
terly Journal of Medicine {Quart. J. Med.| 27, 293-305, 
April, 1958. 3 figs., 36 refs. 


The authors have investigated the incidence of hyper- 
tension in 1,100 patients (672 women and 428 men) 
attending the diabetic clinic at University College Hos- 
pital, London. The blood pressure was measured by 
means of a mercury manometer with a 13-cm.-wide cuff, 
the patient being seated at a table after having rested for 
15 minutes. The arm circumference of each patient was 
measured at the mid-point of the upper arm, with the 
forearm extended, since it has been shown that the 
indirect blood pressure reading is higher than the true 
arterial pressure in patients with large arms. . Of the 
whole series, 395 women and 191 men were in the age 
group 50 to 79 years. Hypertension was defined as a 
diastolic blood pressure in excess of 100 mm. Hg. 

In both sexes the absolute number and proportional 
incidence of hypertensive patients rose with increasing 
age until in the age group 70 to 79 years 92°% of the 
women and 81% of the men had hypertension. When 
the correction factor for arm circumference was applied, 
however, the adjusted diastolic pressure was found to be 
below 100 mm. Hg in 43 (21%) of the 196 diabetics 
previously considered to be hypertensive. Essential 
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hypertension was defined as the presence of a diastolic 
»lood pressure in excess of 100 mm. Hg after correction 
for arm circumference and without a demonstrable 
cause; by these criteria 89 patients (66 women and 23 
men) had essential hypertension, these forming 8°% of 
the total series and 43°% of the hypertensive patients. 


— 


5 'n the age group 60 to 69 years 20% of the women and 
ts ‘4% of the men had essential hypertension. In 54 cases 
se (27-5% of the hypertensive patients) there was diabetic 


nephropathy, the incidence of which increased steadily 


5 


d with age until in the age group 70 to 79 years 31% of 
ne the patients suffered from this lesion. Pyelonephritis 
+ \ as present in 8 hypertensive patients and thyrotoxicosis 
TS in 14, of whom 10 had hypertension. 
of The incidence of hypertension in these diabetic patients 
in (!3-1% for men and 20-8%% for women) was higher than 
on tnat in a series of 2,031 non-diabetic patients (8-1°%% and 
Z). 15-2% respectively). However, when the incidence was 
se expressed as the proportion of hypertensive patients in 
vas eich group by age and sex it was shown statistically (and 
2” i contradiction of the clinical impression) that there was 
vas ro significant difference between the diabetics and the 
of non-diabetics aged 10 to 69 years. Between the ages 
ght o 70 and 79 years, however, hypertension was 
dstinctly more common among the diabetics (81% 
the compared with 29°% for the men, and 92°% compared 
“in with 38-4% for the women). A diastolic pressure of 
op- 1.5 mm. Hg or higher was found in only 0-5%% of the 
ase male diabetics and in 1-4°% of the female diabetics, 
nce ccmpared with a similar finding in 0-7°% and 2-1% of men 
ost ai.d women respectively among the non-diabetics. 
cific Charles Rolland 
tion 
1:53. Further Experience with the ‘‘ Lente Insulins 
s W. M. Lancaster and I. Murray. British Medical 
Journal [Brit. med. J.] 1, 1331-1333, June 7, 1958. 
1 tig., 10 refs. 
305, 4 review is presented of 335 diabetic out-patients 
atiending the Victoria Infirmary, Glasgow, who had 
yper- # Seen treated for at least 6 months with insulin zinc sus- 
nen) pension (I.Z.S.), 134 being “‘ new” patients who had 
Hos-  %°t previously taken insulin and 201 “old” patients 
d by who had been treated with some other type of insulin 
cuff, before receiving I.Z.S. 
d for Of the new patients, excellent control was obtained in 
twas (265%), good in 75 (56%), fair in 15 (11-5%), poor 
nh the @ in 7 (5-2%), and bad in one (0-8%), these various degrees 
t the  °f control being carefully defined. Satisfactory results 
true @ “ere thus obtained in 82:5% of new patients, a single 
f the @ “ily injection of unmodified I.Z.S. being sufficient in 
e age 121 cases (90%). Of the old patients, excellent or good 
as a @ Control was obtained in 130 (64-7°%) compared with a 
previous figure of 68 (34-9°%). I.Z.S. produced a better 
tional jg “¢gree of control than other types of insulin in 94 cases 
-asing (46:8°%) and a worse degree of control in 12 (6%). In6 
of the i CaScs of unstable diabetes poorly controlled by other 
When & ‘YPes of insulin no improvement was obtained on 
yplied, changing to I.Z.S., but in 3 of these I.Z.S. was considered 
to be ‘he most suitable form of insulin and its use was con- 
sbetics ued. Thus all but 15 of the 201 old patients have 
sential to take I.Z.S. A. I. Suchett-Kaye 
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1154. Nonprecipitating Insulin Antibodies 
J. H. Skom and D.. W. TatmaGe. Journal of Clinical 
Investigation [J. clin. Invest.] 37, 783-786, June, 1958. 
5 figs., 8 refs. 

Details are given of a method for the precipitation of 
an otherwise soluble complex of antigen and gamma 


_ globulin, and of the application of the method, at the 


University of Chicago, to the study of insulin anti- 
bodies. Using insulin labelled with radioactive iodine 
(431]) it was shown that when human gamma globulin 
(H.G.G.) is precipitated by antihuman gamma globulin 
(A.H.G.G.) the labelled insulin, bound to H.G.G., is 
found in the precipitate. Further, when labelled insulin 
is added to serum containing insulin-binding antibodies 
the electrophoretic migration is with gamma globulin 
and not, as is normally the case, with the albumin 
fraction. Kenneth Gurling 


1155. The Role of Nonprecipitating Insulin Antibodies in 
Diabetes 

J. H. Skom and D. W: TaLmaGe. Journal of Clinical 
Investigation {J. clin. Invest.] 37, 787-793, June, 1958. 
2 figs., 36 refs. 


Usirig the techniques described above [see Abstract 
1154] the authors have studied the insulin-binding 
capacity of the serum of 48 diabetic patients, some of 
whom were taking insulin and some not. An amount 
of insulin (labelled with 13!I) greatly in excess of that 
ever likely to be found in insulin-treated patients had 
to be added to the serum, equivalent to about 66 units 
per litre. No insulin-binding activity was demonstrated 
in any of the subjects who had never been given insulin. 
Such activity, however, was present in 22 out of 25 
patients receiving insulin injections, between 29% and 
56% of the added insulin being bound to the serum 
globulin. All patients who had been taking insulin for 
more than one month exhibited insulin binding, but anti- 
bodies were not always detectable in patients who had 
discontinued insulin injections for at least 2 months - 
previously. Considerable insulin-binding activity was 
often present in the absence of any clinical evidence of 
insulin resistance, indicating that attachment of insulin 
to globulin does not appear to interfere with the release 
or activity of the hormone. The significance of these 
observations is discussed. Kenneth Gurling 


1156. Comparison of the Effects of Insulin and Orinase 
(Tolbutamide) on Peripheral Glucose Utilization in the 
Dog 


L. L. MADISON and R. H. UNGER. Metabolism: Clinical 
and Experimental [Metabolism] 7, 227-239, May, 1958. 
9 figs., 36 refs. 


There has been much evidence that an increased secre- 
tion of insulin is one of the principal effects of the sul- 
phonylureas, but no very satisfactory demonstration of 
the production by these drugs of an increased peripheral 
utilization of glucose similar to that seen after adminis- 
tration of insulin. In this study, reported from the Uni- 
versity of Texas Southwestern Medical School, Dallas, 
the authors compared in each of 7 dogs the change in the 
peripheral uptake of glucose (measured by the difference 
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in arterio-venous (A—V) glucose levels and by the ratio 
A) produced by insulin with that produced by tol- 
butamide, both drugs being given by rapid intravenous 
injection. The degree of hypoglycaemia and of peri- 
pheral glucose utilization following the administration 
of insulin in a dose of 0-07 unit per kg. body weight 
varied quite considerably in different animals, being 
marked in 4 dogs and slight in 3. Such variability has 
been reported by other workers. A similar variability 
was seen in response to tolbutamide (dose 30 to 60 mg. 
per kg.), 4 dogs showing a marked hypoglycaemia and 
increased peripheral glucose uptake, while in the other 
3 the response was only slight. Each dog showed a 
similar individual response to both drugs. 

Among the reasons for the failure of previous workers 
to demonstrate an increase in the peripheral uptake of 
glucose after administration of sulphonylureas the authors 
suggest (1) the use of micro methods, which are not very 
accurate and with which small changes in blood sugar 
levels might not be detected; (2) the previous adminis- 
tration of excessively large doses of glucose, which might 
have already stimulated the pancreatic f cells maximally; 
and (3) the use of jugular venous blood samples, which 
is undesirable because the glucose uptake of cerebral 
tissues is not influenced by insulin. They consider that 
their present findings support the thesis that the stimu- 
lation of insulin secretion is one of the principal effects 
of tolbutamide. However, they point out that if this is 
so, it is the hepatic rather than the peripheral effect of 
insulin which predominates, since endogenous insulin is 
carried first to the liver by the portal system before reach- 
ing the general circulation. In another communication 
(J. clin. Invest., 1958, 37, 631), they have shown that in- 
sulin injected endoportally has less effect on peripheral 
glucose uptake than has a similar dose injected intra- 
venously, although the arterial hypoglycaemia which 
results is identical. H.-J. B. Galbraith 


1157. Use of Orinase as a Basic Adjuvant in Manage- 
ment of Insulin-dependent Diabetes 

M. FasryKaANnt. Metabolism: Clinical and Experi- 
mental [Metabolism] 7, 213-221, May, 1958. 1 fig., 
15 refs. 


This report from the University Hospital, New York, is 
concerned with 38 stabilized insulin-dependent diabetic 
patients—that is, those whose disease could not be con- 
trolled by diet or by tolbutamide alone but who, while 
receiving insulin, did not experience marked fluctuations 
in blood and urinary glucose levels. Of these patients, 
28 benefited from the addition of tolbutamide to their 
therapeutic regimen, showing a reduction in insulin 
requirement of up to two-thirds and a much reduced 
liability to hypoglycaemic reactions. The remaining 
10 patients, however, in spite of the addition of tolbuta- 
mide, either underwent serious deterioration as soon as 
the dose of insulin was reduced or else achieved a 
reduction in the daily insulin requirement so slight as to 
be of no practical value. 

The author, who has already reported (Metabolism, 
1957, 6, 509; Abstr. Wid Med., 1958, 23, 368) his early 


experience of the treatment of “‘ labile’ diabetics with 
tolbutamide as a supplement to insulin, also reports his 
results in a further series of 12 such cases. (The term 
“labile” is applied where in spite of careful treatment 
with insulin, the condition of the patient fluctuates 
rapidly between hypoglycaemia and hyperglycaemia, 
accompanied by ketosis.) Of these 12 patients, 9 even- 
tually benefited from the combined therapy, showing a 
much increased metabolic stability and, in 6 cases, an 
appreciable reduction in the daily insulin requirement. 
However, it is pointed out that this improvement occurred | 
gradually after days or weeks of such treatment and it 
appeared to be unwise both in the labile and the stable 
cases to reduce the insulin dosage immediately on 
starting supplementary tolbutamide therapy. The com- 
bined treatment has been continued so far for up to 20 
months, the daily dose of tolbutamide being between 
1 and 2 g., since an increase to 3 g. produced no further 
improvement. The author found that no “ acute test” 
or short period of observation provided any indication 
of the value of long-term treatment with tolbutamide 
supplements, and stresses that a prolonged trial, possibly 
lasting several months, must be made in each case. One 
unexpected observation was the considerable reduction 
in the frequency and severity of attacks of angina pec- 
toris in 6 of the stable diabetics. This improvement did 
not appear to be related to any changes in the diabetic 


state. H.-J. B. Galbraith 
1158. Studies on the Action of the Sulfonylureas in 
Liverless Dogs 


G. W. Soset, J. RopriGuEz-INiGo, J. V. MorTON, and 
R. Levine. Metabolism: Clinical and Experimental 
[Metabolism] 7, 222-226, May, 1958. 1 fig., 27 refs. 


As a contribution to the elucidation of the mode of 
action of the hypoglycaemic sulphonamide derivatives 
the authors, working at the Michael Reese Hospital, 
Chicago, have studied the effects of a rapid intravenous 
injection of sodium tolbutamide (125 mg. per kg. body 
weight) on the blood glucose level in 5 dogs whose livers 
had been removed one or two hours previously. Normal 
glycaemic levels throughout the control period were 
maintained as far as possible by the infusion of glucose 
(150 mg. per kg. per hour), this being continued until the 
observations had been completed some hours after the 
injection of tolbutamide. This drug evoked a hypo- 
glycaemic response in these hepatectomized dogs similar 
to that produced in a control group of 5 intact dogs, 
whereas hepatectomized dogs which were given the glu- 
cose infusion but not tolbutamide maintained a normal 
blood sugar concentration. 

Total abdominal evisceration or complete pancrea- 
tectomy in animals has been shown previously by 
several workers to abolish the hypoglycaemia which 
normally follows a single dose of a sulphonylurea. The 
present results provide supporting evidence of a stimu- 
lating action of sulphonylurea on the pancreatic f cells. 
Although an additional hepatic action of the drug is not 
excluded, the similarity of the response to tolbutamide 
in hepatectomized and in intact dogs suggests that, in 
the moderate acute dosage employed in this study, the 
hepatic effect is not significant. H.-J. B. Galbraith 
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1159. A Psychosomatic Study of Eight Children with 
Sydenham’s Chorea 

A. H. CHAPMAN, L. PILKEY, and M. J. Gippons. Pedia- 
trics [Pediatrics] 21, 582-595, April, 1958. 12 refs. 


The results are reported of a psychiatric study of 8 
patients with Sydenham’s chorea admitted to the Chil- 
dren’s Mercy Hospital, Kansas City, over a period of 18 
months. The personality of the patients was marked by 
dassivity, with inability to express anger or assertion or 
‘o accept with equanimity the hostility of others. There 
was withdrawal from interpersonal relationships varying 
“rom that of extreme shyness to schizophrenia, and much 
»asic anxiety and suppressed anger. Depression and 
»hobic and obsessive symptoms were noted in some of 
che children, one of whom could be assertive and angry 
out later experienced strong feelings of guilt as a conse- 
quence. Two were definitely schizophrenic and 5 were 
schizoid; 7 of the patients were the eldest or second 
eldest in the family. None of the patients’ siblings had 
suffered from Sydenham’s chorea. The sex incidence was 
equal and the ages ranged from 7 to 16 years. No evi- 
dence of rheumatic fever was found in 3 cases, and in 
one other it was indefinite. In 5 cases the onset of chorea 
closely followed severe emotional stress, while in 2 
cthers the correlation with such stress was equivocal. 
brief histories of all 8 cases are presented. 


G. de M. Rudolf 


1160. Prevention of Rheumatic Fever 
H. F. Woop. American Journal of Cardiology [Amer. J. 
Cardiol.] 1, 456-463, April, 1958. 1 fig., 22 refs. 


The author presents an interim report on an experi- 
ment begun in May, 1954, at Irvington House, Irvington- 
on-Hudson, under the auspices of New York University 
College of Medicine, in an attempt to determine the most 
effective form of prophylaxis against rheumatic fever. 
This 5-year study is being carried out on 407 children 
with unequivocal histories of rheumatic fever who were 
allotted by random selection to one of three treatment 
groups given respectively: (1) 1 g. of sulphadiazine daily 
in a single dose, (2) buffered potassium benzylpenicillin, 
200,000 units by mouth in a single dose half an hour 
before breakfast, and (3) 1:2 mega units of benzathine 
penicillin intramuscularly once a month. Each patient 
is seen monthly when, in addition to a history and physi- 
cal examination, a throat swab is taken for culture and 
blood for streptococcal antibody determinations. 

At the end of the third year the results for 890 patient- 
years are here analysed. A total of 145 streptococcal 
infections have occurred in the 407 patients, 67 in treat- 
ment Group 1, 57 in Group 2, and 21 in Group 3. A 
theumatic relapse occurred in 6 (9%) of infections in 
Group 1, in 12 (21%) in Group 2, and in one (5%) in 
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Group 3. The results so far show that fewer relapses 
occurred in patients in Group 1 (sulphadiazine) than in 
Group 2; while the difference between these two groups 
is not yet statistically significant because of the relatively 
small numbers, the findings do suggest that the dosage 
of oral penicillin is inadequate and that the dose recom- 
mended by the American Heart Association of 250,000 
units of penicillin twice a day by mouth might be more 
effective. 

It is clear from these studies up to date that the third 
method of prophylaxis—that is, monthly intramuscular 
injections of benzathine penicillin—has proved the 
most effective. The study has also shown that the 
incidence of streptococcal infections is much higher in 
children in the younger age groups, the incidences being 
27, 14, and 2% in the age groups 6-10, 11-15, and over 
15 respectively. C. Bruce Perry 


1161. A Study of the Iron Content of the Bone Marrow 
during the Course of Rheumatic Fever in Children. (Etude 
du fer médullaire au cours du rhumatisme articulaire 
aigu de l’enfant) 

M. BERNHEIM, C. MOouRIQUAND, and D. GERMAIN. 
Semaine des hépitaux de Paris [Sem. Hép. Paris] 34, 
1813-1817. June-July, 1958. 5 figs., 15 refs. 


Hypochromic anaemia is a frequent concomitant of 
rheumatic fever, and examination of the bone marrow 
reveals a decrease in the number of erythroblasts in nearly 
50% of cases. The authors, working at the Hépital 
Edouard-Herriot, Lyons, have examined the iron content 
of 119 specimens of bone marrow from 87 children aged 
5 to 15 years with rheumatic fever, using the Prussian 
blue method, and here present the conclusions drawn 
from these investigations. 

The cytoplasm of erythroblasts contains granular, 
iron-containing elements called sideroblasts, while extra- 
erythroblastic iron, when present, is found in diffuse 
masses in the cytoplasm of the reticular cells of the bone 
marrow, where its presence is more difficult to determine 
precisely. In the healthy child extra-erythroblastic iron 
is found in minimal quantities, but in the acute stage of 
rheumatic fever there is a fall in the number of sidero- 
blasts and a marked rise in the quantity of extra-erythro- 
blastic iron, which tends to congregate in the vicinity of 
the erythroblasts. Such changes are most marked 
during the first 10 days after the onset of joint involve- 
ment, and the appearance of the bone marrow tends to 
return to normal with clinical improvement. The find- 
ings in this study suggest that iron accumulates in the 
cells of the reticulo-endothelial system in the inflamma- 
tory stage, being unable to penetrate to the interior of the 
erythroblasts. Rapid suppression of the inflammatory 
process, as by steroid therapy, leads to a return of the 
distribution of iron in the bone marrow to normal. 


D. Preiskel 
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1162. Tonsillitis and Rheumatic Fever 

L. S. Rocers. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 67, 569-576, May, 1958. 
1 fig., 26 refs. 


The author reviews 87 cases of acute rheumatic fever 
admitted to the Los Angeles County General Hospital 
during a 2-year period, with particular reference to pre- 
ceding respiratory infection, the results of bacteriological 
and serological investigations, and the presence or ab- 
sence of the tonsils. In nearly half the cases there had 
been a previous upper respiratory infection; in 39% 
culture of a throat swab was positive for B-haemolytic 
streptococci, and in 96% the serum antistreptolysin-O 
titre was increased. In 85° of cases the tonsils were 
present and in 15% they had been removed at the time 
of the first attack. Recurrence occurred in half the total 
number of cases and was more common in patients on 
whom tonsillectomy had been performed, among whom 
also the incidence of heart disease and the mortality 
were slightly higher than in the remainder. 

The figures here presented thus provide no evidence 
that tonsillectomy has any beneficial effect on the inci- 
dence or course of rheumatic fever, and it is held that the 
indications for tonsillectomy in cases of acute rheuma- 
tism are the same as in any other case, though emphasis 
is laid on the danger of performing the operation during 
the active stage of the disease and on the value of the 
treatment of tonsillitis in children with penicillin and 
sulphadiazine as a precaution against the development 
of rheumatic fever. F. W. Watkyn-Thomas 


CHRONIC RHEUMATISM 


1163. Genitourinary Focus in Rheumatic Disorder in the 
Male. [In English] 

B. Dome, G. Giertz, B. OLHAGEN, and R. ROMANUs. 
Acta chirurgica Scandinavica [Acta chir. scand.] 115, 
1-10, 1958. 1 fig., 7 refs. 


In a study of the incidence of prostato-vesiculitis in 
various rheumatic diseases, carried out at Karolinska 
Sjukhuset, Stockholm, all male patients (190) admitted 
to the rheumatological clinic over a period of 12 months 
were examined by palpation of the prostate gland and 
seminal vesicles and by cytological and bacteriological 
examination of expressed secretions. The criteria for 
diagnosis were (1) the detection by palpation of a 
pathological condition of the vesicles, and (2) the 
presence in expressed fluid of more than 20 leucocytes 
per high-power field. In the majority of cases culture of 
the secretion showed either no growth or the normal 
flora of the male urethra. 

In a control group of 66 patients subjected to the same 
examination evidence of prostato-vesiculitis was found 
in 33°%%. In the rheumatic group, of 73 patients with 
ankylosing spondylitis, 71 (919%) had chronic inflamma- 
tion of the prostate and vesicles, while of 61 patients with 
pronounced chronic rheumatoid arthritis, positive results 
were found in 35 (58°%). Apart from 3 cases of typical 
Reiter’s syndrome the series included 40 patients in 
whom rheumatic symptoms first appeared some weeks, 


up to 2 months, after a specific or non-specific urethritis, 
Among these patients, who presented some of the clinical 
features of Reiter’s syndrome, evidence of prostato- 


vesiculitis was obtained in 34 (83%). The aetiological 


significance of these observations is discussed. 
Kenneth Stone 


1164. The Treatment of Scapulo-humeral Periarthritis 
with a-Chymotrypsin. (Traitement de la périarthrite 
scapulo-humeérale avec l’alpha-chymotrypsine) 

J. Puic-Leat, P. FERNANDEZ DEL VALLADO, and J. 
Guon-Banos. Rhumatologie [Rhumatologie] 10, 66-75, 
March-April, 1958. 3 figs., 20 refs. 


The authors discuss the use of proteolytic enzymes in 
the treatment of the syndrome of scapulo-humeral peri- 
arthritis, which consists in pain and limitation of move- 
ment at the shoulder without evidence of disease of the 
joint itself. Small fibrous adhesions are demonstrable in 
the subacromial bursa extending from the deep surface 
of the deltoid muscle to the head of the humerus. These 
are considered to be secondary to a degenerative ten- 
dinitis of the rotator muscles or other inflammatory 
condition. 

They describe 21 selected cases, some of which were 
associated with the shoulder-hand syndrome and others 
secondary to subacromial bursitis, periarticular calcifica- 
tion, trauma, or cervical spondylarthrosis. All were 
treated with a course of 4 to 10 injections of 50 mg. of 
chymotrypsin [activity and source not stated] in a 
volume of 10 ml. into the affected region, followed by 
active and passive exercises. Every patient recovered, 
and the authors consider this form of treatment to be 
superior to all others which they have used. The only 
untoward reaction to the injections was local pain. 

[On theoretical grounds some doubts may be felt about 
the effectiveness of a proteolytic enzyme given in this 
way. The size of the series from which the cases 
described were selected is not stated, no control cases 
were included, and the criteria whereby recovery was 


judged were not sufficiently objective to allow of a critical - 


assessment of the value of this form of treatment.] 
G. Loewi 


1165. Psychosocial Factors in the Epidemiology of 
Rheumatoid Arthritis ; 

S. H. Kinc and S. Coss. Journal of Chronic Diseases 
[J. chron. Dis.] 7, 466-475, June, 1958. 2 figs., 9 refs. 


During 1951 and 1952 a health survey was carried out 
in Pittsburgh, Pennsylvania, and fuller interviews were 
obtained with 1,166 persons who, among other things, 
were asked about arthritic symptoms. Three of these 
questions when taken together were regarded as a useful 
** index of rheumatoid arthritis’, and the replies were 
considered to give a “ positive” result in 200 cases. 
These individuals were then compared with the other 
966, who had a “‘ negative index ”’, in respect of a number 
of social factors. 

It was shown that a low income, a low educational 
standard, and termination of marriage were associated 
with a higher prevalence of a positive index in men. In 
the case of women the most significant factors were a low 
educational standard, having borne 4 or more children, 
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a lack of leisure time in the third decade of life, and 
worrying more than other people. Further analysis 
showed wide differences (up to 36-fold) in the prevalence 
rate of a positive index as between subjects falling 
into none of these categories and those falling into two 
or more. Among those interviewed, 478 subsequently 
underwent a complete physical examination, and although 


‘he number diagnosed as having rheumatoid arthritis 


was small, analysis of these patients with regard to the 
same social data showed similar trends. The authors 
-onsider that they have demonstrated certain associations 
‘yetween a positive “* index of rheumatoid arthritis ” and 
ome social factors, and they suggest that these factors 
nay be of aetiological importance. K. C. Robinson 


‘166. The Role of the Nervous System in Rheumatoid 
\rthritis. (Le rdéle du systéme nerveux dans la poly- 
arthrite chronique évolutive) 

.. J. Micuotre. Revue du rhumatisme et des maladies 
stéo-articulaires [Rev. Rhum.] 25, 93-102, Feb. [received 
May], 1958. 13 refs. 


The author draws attention to the fact that, apart from . 


‘he arthropathies associated with tabes and syringo- 
‘ayelia, such lesions also occur in other diseases of the 
/ervous system, citing as examples the arthritis occasion- 
lly observed on the affected side in hemiplegia and the 
ceformity and bone destruction seen in paralysis agitans. 
Yhe latter lesion may be unilateral when the disease is 
more advanced on one side. This irregular asymmetric 
cistribution appeared to the author to suggest the 
influence of the autonomic rather than the central ner- 
\ous system, and he has attempted, therefore, to explore 
tre functional pathology of the autonomic nervous 
s/stem in rheumatoid arthritis. 

In man an intravenous injection of adrenaline causes 
contraction of the spleen, which may be visualized radio- 
lugically after the intravenous injection of ethyl iodo- 
siearate, which collects in the spleen. In controlled 
experiments the author was able to show that nor- 
adrenaline does not cause contraction of the spleen in 
patients with rheumatoid arthritis. The ratio of excre- 
tion of noradrenaline to adrenaline in the urine of 
normal subjects ranges from 5:1 to 3-4:1, but among 


rheumatoid patients he found this ratio to be 1:3-6. 


After an injection of noradrenaline the excretion of this 
hormone in rheumatoid arthritic patients was increased 
4 to 6 times, proving that the imbalance is not due to 
renal insufficiency. When hydrocortisone was given to 
5 rheumatoid arthritic patients the ratio of the urinary 
excretion of noradrenaline to adrenaline changed from 
1:4 to 14:1. The enzyme which is believed to be 
responsible for the destruction of noradrenaline in healthy 
subjects is mono-amino-oxidase. Its action is inhibited 
by cortisone and also by procaine. Transfusion of 5 
patients over 8 hours with one litre of 0-1°% solution of 
procaine changed the ratio of noradrenaline to adrenaline 
excreted from 0-5:1 to 4:1. Iproniazid has been shown 
independently to be very effective in producting tem- 
porary amelioration of the symptoms of rheumatoid 
arthritis, although isoniazid has no such effect. Since 
it is known that iproniazid is an inhibitor of the 
2B 
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enzyme mono-amino-oxidase while isoniazid is not, it 
would therefore appear that excessive destruction of nor- 


- adrenaline owing to some fault in the autonomic nervous 


system plays a part in the mechanism of rheumatoid 
arthritis. ' William Hughes 


1167. Suppurative Arthritis Complicating Rheumatoid 
Arthritis 

J. H. KELLGREN, J. BALL, R. W. FAIRBROTHER, and K. L. 
Barnes. British Medical Journal [Brit. med. J.] 1, 
1193-1200, May 24, 1958. 5 refs. 


The authors describe 12 cases of suppurative arthritis 
complicating rheumatoid arthritis observed at the 
Rheumatism Research Centre, Manchester, during the 


_ years 1950-7. There were 7 males and 5 females, and 


their ages ranged from 37 to 63 years. The infecting 
organism was Staphylococcus aureus in 10 cases and 
coliform bacilli in 2 cases. Blood culture was positive 
at some time in 7 cases; in 6 of these a strain of Staph. 
aureus was isolated and in one a coliform organism. 
There were 7 deaths in the series and 5 patients recovered. 
Multiple infection of joints occurred in every case, and 
in most cases abscesses had formed in other tissues. 
Frequently rheumatic nodules suppurated and dis- 
charged; osteomyelitis of the ribs occurred in 2 cases 
and osteomyelitis of a vertebra in one. The rheumatoid 
arthritis was rated as severe in 9 cases when first observed. 
Cortisone or corticotrophin had been given in 4 cases. 
The symptoms were those which might be expected 
locally in a severe arthritis, and these were apt to be 
mistaken for an exacerbation of the rheumatoid disease. 
All patients had high fever, often with suggestive swinging 
temperatures. Most cases had a leucocyte count of 
10,000 per c.mm. or more with an excess of polymor- 
phonuclear cells, but in 3 cases the count did not exceed 
6,000 per c.mm. The serum protein level was low in 11 
cases, the albumin content being most affected. The 
staphylococcus isolated was frequently penicillin-resist- 
ant, but sensitive to other antibiotics in current use. 
The authors consider that if the possibility of suppurative 
arthritis is borne in mind the diagnosis could be estab- 
lished earlier and the appropriate antibiotic therapy 
instituted. William Hughes 


1168. The Latex Fixation Test Using Whole Serum and 
an Euglobulin Fraction in Various Arthritic Disorders 
C.R. O_senand L.A. RANtTz. Arthritis and Rheumatism 
[Arthrit. and Rheum.] 1, 54-61, Feb., 1958. 24 refs. 


This paper from Stanford University School of 
Medicine, San Francisco, reports further experience in 
the evaluation of diagnostic tests for rheumatoid arthritis. 
The latex fixation test of Singer and Plotz (Amer. J. Med., 
1956, 21, 888; Abstr. Wid Med., 1957, 22, 50) [desig- 
nated the F.II. L.P. test by the Arthritis and Rheumatism 
Foundation] was carried out on 113 specimens of serum 
from various sources, a commercial preparation of polio- 
myelitis immune human globulin serving as the source of 
y globulin instead of Cohn’s Fraction II as in the original 
method. In 23 (56%) of 41 cases of “* definite ” rheuma- 
toid arthritis a positive result (agglutination to a titre of 
1:160 or more) was obtained, while in 25 (92-6%) of 
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27 cases of “* probable ”’ and all of 17 cases of ** possible ” 
rheumatoid arthritis the result was negative. [In cases 
of ** definite ” or classic rheumatoid arthritis Singer and 
Plotz obtained 71-3°% positive results and Hartfeld et al. 
68-2°%.] A further refinement was achieved by applying 
the test to the euglobulin fraction isolated from the serum 
by the Ziff dialysis technique. Of 17 of the sera from 
cases of “ definite”’ rheumatoid arthritis which had 
given a negative result in the original test, 11 then gave 
a positive reaction, the proportion of positive results 
being increased to 85°%; of the “ probable ”’ cases which 
had given the majority of negative results, 30-8°% became 
positive when retested by the modified technique. - No 
positive reactions were obtained by the euglobulin method 
with the sera from “ possible” cases or with sera 
from 23 cases of other types of arthritis or from 
healthy persons. A higher proportion of positive 
results was obtained in cases of “* definite” rheumatoid 
arthritis occurring in males than in females. Correlation 
between positivity of the reaction and the presence of 
other features of rheumatoid arthritis was highest in the 
case of typical radiological changes and subcutaneous 
nodules, a positive reaction being obtained in 91-79% of 
patients with the latter and 81-39% of patients with the 
former [but the two groups contained only 12 and 16 
patients respectively]. Harry Coke 


1169. Objective Evaluation of Patients with Rheumatic 
Diseases. IV. Comparison of the Diphenylamine Re- 
action (DPA) with Serum Glycoprotein and Seromucoid 
Levels 

M. R. SHETLAR and R. W. Payne. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 51, 588-591. 
April, 1958. 12 refs. 


The diphenylamine reaction (DPA) in serum has been 
compared with serum glycoprotein and seromucoid de- 
terminations as a means of estimating the inflammatory 
activity in patients with rheumatoid arthritis. Although 
a significant correlation was found between DPA and 
clinical activity of such patients, the correlation was not 
as good as that found between either serum glycoprotein 
or seromucoid levels and clinical activity.—[Authors’ 
summary. ] 


1170. Further Observations on the Use of 4-Amino- 
quinoline Compounds in Patients with Rheumatoid Arth- 
ritis or Related Diseases ? 

A. L. Scuerspet, J. W. Harrison, and M. ATDSIAN. 
Cleveland Clinic Quarterly [Cleveland Clin. Quart.] 25, 
95-111, April, 1958. 2 figs., 27 refs. 


The authors report, from the Cleveland Clinic, Ohio, 
the results of treatment of 805 patients suffering from 
rheumatoid arthritis or related diseases with 4-amino- 
quinoline compounds. Chloroquine phosphate was 
given in doses of 125 to 250 mg. daily, and hydroxychloro- 
quine sulphate in doses of 600 mg. daily; of the 106 
patients treated with 4-aminoquinoline compounds alone, 
46 received chloroquine and the other 60 hydroxy- 
chloroquine. 

Improvement did not begin to appear until 6 to 12 
weeks had elapsed and it then continued slowly for 6 to 


12 months. After one year 24 patients were in complete 
remission, 41 showed major improvement, 33 minor 
improvement, and 8 no improvement. Clinical im- 
provement was not hastened by larger initial dosage, but 
with this aim in view 194 patients were given prednisone 
or prednisolone in doses of 3 to 7-5 mg. daily, and also 
iproniazid, in addition to a 4-aminoquinoline compound. 
Major improvement occurred in 83°% of the patients in 
this group. Side-effects were noted in 440 of the 805 
patients treated. These were transient and disappeared 
spontaneously in 67°%, but necessitated reduction of 
dosage or temporary cessation of treatment in 26% and 
precluded further use of the drugs in 7%. The mani- 
festations were dermatological in 12°%, gastro-intestinal 
in 17%, and nervous or vascular in 49%, this last group 
including difficulty in visual accommodation, headaches, 
vestibular dysfunction, tinnitus, nervousness, insomnia, 
and mental confusion. The desirable and undesirable 
features of this form of treatment are discussed, and the 
orderly withdrawal of the supplemental agents as im- 
provement occurs is stressed. In general, these drugs 
‘* effectively maintained suppression of the disease in 
83°%% of 194 patients followed for 18 months ”’. 
C. E. Quin 


1171. Pharyngolaryngeal Disturbances Due to Cervical 
Spondylosis 

A. Laskiewicz. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 67, 292-301, March, 1958. 
5 figs., 30 refs. 


Osteoarthritic changes in the cervical vertebrae are 
very common. Schindel found such changes in 44-5% of 
heavy manual workers and in 34:5°% of mental workers 
and clerks. That these changes could cause symptoms 
in the throat was suggested by Pierre Marie some 60 
years ago. Since then a variety of troubles has been 
attributed to this condition, varying from gross physical 
obstruction of the oesophagus by exostosis of the body 
of a vertebra to irritation of the lateral spinal roots by 
oedema of the surrounding meningeal sheaths. 

The present author describes 12 cases, 11 in men and 
one in a woman, seen by him in London between 1943 
and 1957. In 7 of these inner-ear troubles predominated 
and in 5 cases pharyngolaryngeal symptoms with remote 
neuralgic pains. It was considered that 4 of the cases 
were due to acute arthritis and 8 to chronic degenerative 
changes with new bone formation within the vertebrae. 
The inner-ear changes included deafness of cochlear type, 
tinnitus, and vertigo due to interference with the blood 
supply by irritation of the sympathetic plexus around the 
vertebral artery; the neuralgic pains were attributed to 
irritation of the periarterial sympathetic plexus in their 
course through the intervertebral foramina. Diagnosis 
was confirmed by laryngo-endoscopic examination, 
radiography, palpation of the spinal roots, and elicitation 
of crepitation on head movements. Treatment consisted 
in electrical massage of the posterior part of the neck, 
short-wave therapy, and friction with iodine oil. Im- 
mobilization by means of a plastic collar was also 
employed. If all these fail, paravertebral blocking of the 
sympathetic and parasympathetic pathways with 1% 
procaine may be tried. F. W. Watkyn-Thomas 
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1172. Rehabilitation of Persons with Bilateral Amputa- 
tion of Lower Extremities 


5 A. L. Watkins and S. J. Liao. Journal of the American 
d Medical Association [J. Amer. med. Ass.|_ 166, 1584- 
: 1586, March 29, 1958. 
. The end-results of a programme of rehabilitation for 
al 5) patients (41 males and 9 females, average age 55 years) 
1p vo had lost both legs are reported in this paper from 
. tive Bay State Medical Rehabilitation Clinic, Boston. 
. Amputation was carried out on 34 of the patients because 
o. 0 peripheral vascular disease. The patients were trained 
he ir the activities of daily living and in the use of prostheses, 
me aid it was noted that the longer the prosthesis, the greater 
igs the number of training periods necessary. Of the 50 
in p. tients, 15 were able to resume full employment and 20 
others were considered to be rehabilitated although not 
’ eriployed; rehabilitation was unsuccessful in 15. The 
reison for and site of amputation and age of the patient 
ical dil not appear to have any bearing on the results 
achieved. 
ogy fhe authors conclude that lack of incentive and the 
58. presence of severe medical complications were the chief 
cases of failure. W. Tegner 
are : 
‘, of 1173. Paraffin Bath as Thermotherapy: an Evaluation 
kers C. W. Stimson, G. B. Rose, and P. A. NELSON. Archives 
ms of Physical Medicine and Rehabilitation [Arch. phys. Med.} 
» 60 39. 219-227, April, 1958. 7 figs., 9 refs. 
een The authors, writing from the Cleveland Clinic Foun- 
sical dation, first briefly review the literature on the use of the 
ody melted paraffin wax bath and then describe experiments 
s by carried out on 5 normal subjects in order to compare the 
skin temperature changes of the hand during and after 
and various types of wax and water baths. The hand tem- 
1943 & perature, which was measured by two thermocouples 
rated BF placed between the first and second metacarpals (one to 
mote # measure skin temperature and the other to measure the 
cases temperature of the medium next to the skin) was recorded 
rative at intervals of approximately 5 minutes. The different 
brace. & treatments investigated were as follows: (1) immersion 
type, of the hand and forearm in wax, hot water, or the 
blood & whirlpool for 30 minutes; (2) dipping the hand into 
id the § the melted wax several times to obtain a coat of wax and 
ted t0 BH then either immersing the hand and forearm for 30 
| theif § minutes or wrapping it in wax paper and towels for a 
gnosis @ similar time; (3) immersion of the hand for 10 minutes 
ation, # in hot water (110° F.; 43-3° C.), followed by immersion 
tation for one minute in cold water (67° F.; 19°5° C.) and 4 
asisted Hf minutes in hot water alternately for a total of 30 minutes. 
neck, § The temperature of the wax was 127° F. (53° C.). 
. In The skin temperature rose highest with the wax 
s immersion method (approximately 112° F.; 44-5°C.) 
; of the and remained fairly constant during treatment, falling 10 
th 1% GH minutes after treatment to 96° F. (35-5°C.). The dip- 
omas 


Wrap method caused a rise in temperature to 108° F. 
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_ (42:2°C.), falling to 100° F. (37-8° C.) after 15 minutes’ 


treatment and to 99-5° F. (37-45° C.) at the end of treat- 
ment. The hot water experiments produced a rise in 
‘temperature to approximately 108° F., and this was 
maintained during treatment, falling to 81-5° F. (27-5° C.) 
during contrast cooling. Line graphs illustrate the 
results. Skin erythema persisted for over an hour after 
immersion in wax. 

The authors conclude that the two wax immersion 
techniques appear to be the best for heating the skin, 
and further they leave it moist, smooth, and oily, and 
ready for massage. [No other assessments, such as 
relief of pain, reduction of swelling, or effect on hand 
function were made.] Finally, an improved method 
for carrying out this treatment at home, using a domestic 
electric roaster, is described, and a new deodorant for 
masking the somewhat unpleasant odour which the 
paraffin eventually develops is mentioned. 


J. B. Millard 


1174. Ultrasonic Therapy of Rheumatoid Arthritis. 

I. A. ABrikosov and M. A. SAMsoNov. Aaunuyeckaa 
Meduyuna [Klin. Med. (Mosk.)| 36, 106-112, No. 3, 
March, 1958. 26 refs. 


Ultrasonic vibrations have in recent years found wide 
application in physiotherapy, especially in Germany. 
The frequencies used vary from 4,000,000 per second for 
deep structures to 2,500,000 per second for superficial 
tissues, the dosage given being usually 1 watt or less per 
sq. cm. for about 6 minutes. The dosage given by 
direct contact is lower than with underwater application 
at an interval of 1 to 2 cm. 

The present authors have employed ultrasonic therapy 
in the treatment of rheumatoid arthritis, sometimes alone 
and sometimes in conjunction with hormone therapy 
and other measures. They have found it valuable for 
the relief of pain and reduction of arthritic swelling, as 
well as for improvement of the patient’s general con- 
dition. The erythrocyte sedimentation rate (E.S.R.) is 
reduced in many cases. Of 11 patients treated with ultra- 
sonic therapy alone, pain was diminished in 10, joint 
swelling was reduced in 8, the mobility of the joints 
increased in 5, and the E.S.R. reduced to between 10 
and 30 mm. in one hour in 6, with improvement in the 
general health in all. However, the rate of improvement 
was not sustained, and in 8 cases the condition did not 
benefit further after the 10th to 12th treatment. Sub- 
sequently these 8 patients, together with 36 others, were 
given ultrasonic treatment combined with other forms 

of physiotherapy, phenylbutazone, and either 40 to 50 
units of ACTH (corticotrophin) or 100 to 200 mg. of - 
cortisone daily for 10 days. This treatment gave excel- 
lent results, all but 5 of the patients showing definite 
improvement. L. Firman-Edwards 
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1175. Neurological Complications of the Reticuloses 

E. C. Hutcuinson, B. J. LEONARD, C. MAUDSLEY, and 
P. O. Yates. Brain [Brain] 81, 75-92, 1958. 9 figs., 
19 refs. 


The nervous system was affected in 45 of 229 patients 
suffering from a reticulosis. The neurological abnor- 
malities were as follows: spinal cord lesions in 21; 
mental changes in 17; changes in the optic fundus in 17; 
focal intracranial lesions in 13; lesions of the peripheral 
nerves in 11; epilepsy in 5. 

Neurological signs were attributable to direct invasion 
or compression by neoplastic tissue (21 cases); to spon- 
taneous haemorrhage following thrombocytopenia (19 
cases); and to a degenerative change, often accom- 


panied by a raised blood pyruvate (20 cases). In several | 


patients more than one of these factors was responsible 
for the neurological signs. Papilloedema, not accom- 
panied by raised intracranial pressure, was noted in 7 
patients. In the degenerative group, other symptoms 
and signs of vitamin-B deficiency were present and the 
elevation of the blood pyruvate regressed after treatment 
with vitamin B.—[Authors’ summary.] 


1176. The Neuropathy of Multiple Myeloma 

M. Victor, B. Q. BANKER, and R. D. ApAms. Journal 
of Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.| 21, 73-88, May, 1958. 5 figs., 
47 refs. 


From the Massachusetts General Hospital (Harvard 
Medical School), Boston, the authors report 5 cases of 
multiple myeloma with signs ofsperipheral neural involve- 
ment, 3 of which came to necropsy. The predominant 
pathological finding in the nervous system was de- 
generation of the peripheral nerves. No amyloid was 
seen, nor were the changes explicable by mechanical 
compression. Both pathological and clinical features of 
the neuropathy were reminiscent of those of carcinoma- 
tous neuropathy. L. Crome 


1177. Paresis and Hyperexcitability in Adynamia Episo- 
dica Hereditaria 

F. BucuTHAL, L. ENGBAEK, and I. GAmstorPp. WNeuro- 
logy [Neurology (Minneap.)] 8, 347-351, May, 1958. 
23 refs. 


The authors, working at the University of Copen- 
hagen, describe the results of clinical, metabolic, and 
electromyographic studies in 6 patients suffering from 
the condition for which Gamstorp (Acta paediat., 1956, 
Suppl. 108) suggested the name adynamia episodica 
hereditaria. The clinical features of the. condition 
closely resemble those of familial periodic paralysis, as 
-previously reported by Gamstorp et al. (Amer. J. Med., 
1957, 23, 385; Abstr. Wid Med., 1958, 23, 342), but in 
adynamia episodica the attacks of paralysis are accom- 
panied by a rise rather than a fall in the serum potassium 


Neurology and Neurosurgery 


372 


level, and oral administration of potassium may precipi- 
tate an attack. 

In the patients under consideration (one female aged 
38 and 5 males aged from 11 to 61 years) it was found 
that the electromyogram of maximum voluntary effort 
obtained from weakened muscles during an attack 
showed an action-potential pattern indicative of a sub- 
stantial decrease in the number of activated muscle fibres, 
and also a considerable reduction in the mean duration 
of motor unit potentials. The rate of propagation of the 
action potential along the muscle fibre was found to be 
normal and it was therefore concluded that many of the 
motor units had become inactive, while those which 
continued to contract contained considerably fewer 
active muscle fibres than normal. In 5 patients an in- 
creased sensitivity to intra-arterial infusion of acetyl- 
choline was found before and during the attacks. The 
occurrence of spontaneous fibrillation and of increased 
irritability of muscle fibres to the slightest mechanical 
stimulation during the attacks also indicated some degree 
of hyperexcitability of certain of these fibres. An in- 
crease in the serum potassium level during attacks was 
usual but not invariable; no significant alteration in the 
serum sodium level occurred. The authors conclude 
that in this disorder there must, during attacks, be a 
partial depolarization of the muscle fibre membrane, 
causing a neuromuscular block in some fibres and hyper- 
excitability in others. John N. Walton 


DIAGNOSTIC METHODS 


1178. Value of the Electromyogram in Carpal Tunnel 
Syndrome 

A. A. Marinacci. Bulletin of the Los Angeles Neuro- 
logical Society [Bull. Los Angeles neurol. Soc.| 23, 1-10, 
March, 1958. 5 refs. 


This paper is based upon observations made by the 
author at the Hospital of the Good Samaritan, Los 
Angeles, the Los Angeles General Hospital, and the 
University of Southern California School of Medicine. 
A very complete account of the carpal tunnel syndrome, 
detailing the anatomical, aetiological, clinical, and diag- 
nostic aspects of the disorder, is given and the value of 
the electromyogram as an aid in the differential diagnosis 
is discussed. It is claimed that the electromyogram is 
of use in pin-pointing the essential lesion as a lesion of 
the median nerve at wrist level by demonstrating that 
abnormal function of the muscles exists only below that 
level. This indicates the insignificance of any proximal 
symptoms due to compensatory mechanisms. The 
possibility of confusion with the distal form of muscular 
dystrophy is also eliminated by the absence from the 
electromyogram of the characteristic dystrophic activity 
and the presence of the signs of denervation only below 
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the level of the lesion. The clinical types of carpal 
tunnel syndrome are illustrated by reference to case 
reports. 

[Accurate location of the lesion in the median nerve 
5y the technique described is possible only if a single 
oathological process is present. If multiple factors, 
‘ncluding compression of the nerve in the carpal tunnel, 


ire present the technique of demonstrating delay in 


-onduction in the median nerve at wrist level, as described 
xy Simpson (J. Neurol. Neurosurg. Psychiat., 1956, 19, 
275; Abstr. Wid Med., 1957, 21, 344) and Gilliatt (Proc. 
‘oy. Soc. Med., 1958, 51, 91), will be of greater value.] 
Kenneth Tyler 


179. The Effect of Orally Administered Chlorpromazine 
on the Electroencephalogram of Man 

S. JORGENSEN and M. H. Wu rr. Electroencephalo- 
_ raphy and Clinical Neurophysiology [Electroenceph. clin. 
Veurophysiol.] 10, 325-329, May, 1958. 2 figs., 6 refs. 


The authors, working at Bispebjerg Hospital, Copen- 
agen, and Sct. Hans Hospital, Roskilde, have studied 
ne effect of the oral administration of chlorpromazine 
‘pon the electroencephalogram (EEG) of 20 male patients 
-ged 17 to 59 years suffering from psychosis or neurosis. 
Comparison of records taken before and after treatment 
(or an average period of 14 months with chlorpromazine 
( isually in a dosage of 300 to 600 mg. daily, though 2 
patients received doses of 900 and 1,500 mg. daily 
respectively) showed changes after treatment in prac- 
t cally all cases. Usually the amount and amplitude of 
the alpha rhythm was significantly increased, and in 
half the cases diffuse theta activity (5 to 6 c.p.s.) appeared, 


v hile some developed activity at 16 to 18 c.p.s. anteriorly. 
Faroxysmal discharges present before treatment were 
a-centuated, and in 3 cases after treatment spikes were 
produced by photic stimulation, which had had no such 


e'fect before treatment. One patient had a convulsion 
during medication and another, who took a single exces- 
sive dose of the drug, became unconscious and con- 
vulsed, his EEG showing paroxysmal discharges. 
Changes in the EEG persisted for 10 days after the drug 
was withdrawn. It would thus appear that treatment 
with chlorpromazine may uncover or accentuate EEG 
abnormalities, and particularly epileptic discharges. 
John N. Walton 


1180. Analysis of the Electroencephalogram of Children 
by Histogram Method 

B. Fusmmorit, T. Yokota, Y. ISHIBASHI, and T. TAKEI. 
Electroencephalography and Clinical Neurophysiology 
[Electroenceph.: clin. Neurophysiol.] 10, 241-252, May, 
1958. 8 figs., 12 refs. 


The authors, working at the Hokkaido University. 


Medical School, Sapporo, Japan, have studied the 
amount of electroencephalographic (EEG) activity of 
different frequencies present in tracings from healthy and 
mentally deficient children and children with neuro- 
psychiatric disorders. Three methods are available for 
such quantitative analysis. (1) Mathematical (Fourier) 
analysis, which is exceedingly laborious and time-con- 
suming and is thus of little practical value. (2) Auto- 
matic frequency analysis with an electronic analyser of 
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the Walter type, which is useful, but unfortunately the 
analyser is unable to discriminate between genuine 
cerebral activity and artefacts, which are common in 
records taken from children. (3) The histogram method, 
in which the amplitude and duration of individual waves 
are measured and the number of waves, or the sum of 
their amplitudes, is plotted for every half-cycle per 
second from 4} to 8 c.p.s., for every cycle per second 
from 8 to 20 c.p.s., and for every 5 cycles per second 
from 20 to 30 c.p.s. 

The present authors first compared the results of 
automatic electronic analysis and of histogram analysis 
of tracings from 43 normal children aged 3 months to 
14 years and 44 children aged 7 months to 15 years with 
neuropsychiatric disorders, 2 records also being sub- 
jected to detailed mathematical analysis. The tech- 
nique of histogram analysis was then applied to the 
study of records from 95 mentally defective children 
[age not specified] whose I.Q. was below 80 and the 
results compared with those obtained from 30 normal 
children of the same age group. It was found that 
although analysis by the electronic method is the easiest 
and quickest to.perform, the results obtained by the 
histo method appear to be equally reliable and are 
easier to interpret. It was found that proportion of 
slow activity present in the records of mentally defective 
children was consistently greater than in those of normal 
children of comparable age. In a further study by the 
histogram method of records from 27 children with 
encephalitis a clear correlation was found between the 
amount of delta activity and the severity of the disease. 

John N. Walton 
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1181. Ataxia-telangiectasia. A Familial Syndrome of 
Progressive Cerebellar Ataxia, Oculocutaneous Telangi- 
ectasia and Frequent Pulmonary Infection 
E. Boper and R. P. SepGwick. Pediatrics [Pediatrics] 
21, 526-554, April, 1958. 8 figs., 23 refs. 


The authors describe, from the Cedars of Lebanon and 
the Children’s Hospitals, Los Angeles, 8 cases of a syn- 
drome in children for which they have proposed the 
name ataxia-telangiectasia, and of which the main 
features are progressive ataxia of cerebellar type begin- 
ning in infancy, marked telangiectasia of the bulbar 
conjunctivae and butterfly area of the face, susceptibility 
to sinopulmonary infection, including bronchiectasis, 
peculiarity of the eye movements simulating ophthalmo- 
plegia, and a strong familial incidence. Spontaneous 
athetoid movements, intention tremor, and hypotonia 
may also be present, while the tendon reflexes may be 
reduced or absent. By 11 years of age the ataxia and 
rapid fatigability usually make the use of a wheeled chair 
necessary. The cutaneous pigmentation may resemble 
freckles, and the conjunctival telangiectasia is typically 
angular and predominantly horizontal. The telangiec- 
tasia usually appears after the ataxia, generally between 
the ages of 4 to 6 years. A constant feature is the slow 
initiation of movements of the eyes, halting midway on 
lateral and upward gaze, with rapid blinking and coarse 
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nystagmoid oscillations on return to forward gaze. 
Speech is slow, slurred, and scanning. Breath control is 
poor, and drooling, a dull, sad, inattentive facial ex- 
pression, and a stooping posture with the head usually 
tilted to one side complete the picture. The patient’s 
disposition is equable and intelligence is within normal 
range. In 6 of the authors’ cases the height and weight 
were below average, and the hair and skin tended to be 
dry and coarse. 

Before the onset of the telangiectasia diagnoses of 
ataxia, athetoid or spastic cerebral palsy, and cerebellar 
dysgenesis or agenesis were made in several of the cases. 
Cerebellar atrophy was revealed by pneumoencephalo- 
graphy, and necropsy (performed in one case) showed 
progressive, diffuse, cortical cerebellar degeneration, with 
enlarged venules in the cerebellar leptomeninges and 
white matter. The authors suggest that ataxia-telangiec- 
tasia is a fifth entity in the phakomatoses. 

G. de M. Rudolf 


1182. Carotid Ligation for Intracranial Aneurysm. A 
Follow-up Study of 54 Patients 

W. G. Harpy, L. M. Tuomas, J. E. Wesster, and E. S. 
GuRDJIAN. Journal of Neurosurgery [J. Neurosurg.| 15, 
281-289, May, 1958. 6 refs. 


This paper reports a follow-up study of 53 selected 
cases of intracranial aneurysm treated at the Grace and 
Memorial Hospitals, Detroit, by ligation of the internal 
carotid artery in the neck, and one case of aneurysm of 
the internal carotid artery in the neck which was treated 
by excision. In all cases the aneurysm was diagnosed by 
angiography, performed as soon as possible after ad- 
mission to hospital. Daily digital compression of the 
carotid artery to be ligated was then undertaken and 
maintained for increasing periods until 10 minutes could 
be tolerated, when ligation was performed under local 
anaesthetic, an arterial catheter being left in the internal 
carotid artery and the pressure recorded for one to 2 
hours. The clamp, which had remained on the common 
carotid artery during this time, was then removed and 
permanent ligation of the artery performed with tape; 
double ligation is advocated as there is evidence that a 
single ligature may loosen. No correlation was noted 
between the level of the post-ligation pressure in the 
internal carotid artery and subsequent neurological 
complications. 

Of the 54 aneurysms, 36 were in the distribution of the 
internal carotid and middle cerebral arteries, 7 on the 
posterior communicating and posterior cerebral arteries, 
and 11 in the distribution of the anterior cerebral artery. 
Of the 4 patients subjected to carotid ligation who became 
paralysed postoperatively, the aneurysm was located 
distal to the internal carotid in 3 and on the internal 
carotid artery in one. Seven patients have died, and of 
the 3 dying of recurrent haemorrhage following ligation, 
2 had aneurysm of the circle of Willis, while the other had 
multiple lesions of the internal carotid and anterior 
cerebral artery. In most of the patients with complica- 
tion or repeated haemorrhage the aneurysm was located 
predominantly distal to the internal carotid artery. A 
follow-up of 52 of the patients over one to 13 years 
showed that 42 of them were working whole- or part-time 


and 3 were unable to work. Recurrent symptoms since 
ligation have been mild and infrequent. The authors 
conclude that ** although this is a selected group of cases, 
it appears that carotid ligation in the neck is of value in 
the treatment of intracranial aneurysms, particularly those 
of the internal carotid artery ”’. J. V. Crawford 


1183. Management of Spontaneous Intracranial Sub- 
arachnoid Hemorrhage 

H. T. BALLANTINE and D. M. KieIn. Circulation 
[Circulation] 17, 1123-1136, June, 1958. 4 figs., 35 refs. 


1184. Cerebral Hemispheric Tumors and Extrapyra- 
midal Signs and Symptoms 

R. L. and J. Bespin. Neurology [Neurology 
(Minneap.)] 8, 277-284, April, 1958. 20 refs. 


The authors have investigated the incidence of extra- 
pyramidal signs in cases of tumour involving the basal 
ganglia in a series of 400 patients coming to necropsy at 
the University of Michigan Hospital, Ann Arbor. Only 
7 out of 34 patients with a tumour which involved basal 
ganglia had had clinical symptoms and signs ** consistent 
with involvement of these ganglia’, and in these cases 
there were no signs of pyramidal disorder. In the other 
27 cases there had been pyramidal signs, and at necropsy 
the internal capsule was found to be invaded by the 
tumour. The authors suggest that integrity of the pyra- 
midal system is necessary for extrapyramidal symptoms 
and signs to occur in tumours invading the basal ganglia. 

J. W. Aldren Turner 


1185. Follow-up Studies in Chemopallidectomy for 
Paralysis Agitans 

M. RIKLAN and L. Ditter. Journal of the American 
Medical Association [J. Amer. med. Ass.] 167, 13-17, 
May 3, 1958. 8 refs. 


The authors report that since 1953 the operation of 
chemopallidectomy has been performed on patients with 
paralysis agitans at St. Barnabas Hospital, New York, on 
about 600 occasions. The operation “* has been found to 
be capable of relieving tremor and rigidity in about 80% 
of patients, properly selected”. The mortality so far 
has been 2-8°%, and hemiplegia has developed in 2°% of 
cases and transient mental confusion or emotional dis- 
tress in 10°. The technique of the operation, which 
consists in the “‘ injection of alcohol or a similar sub- 
stance into the globus pallidus and, in some cases, the 
ventrolateral nucleus of the thalamus” has previously 
been described by Cooper et al. (J. Amer. med. Ass., 
1956, 160, 1444; Abstr. Wild Med., 1956, 20, 310). For 
follow-up purposes a questionary was sent to 141 con- 
secutive patients who had undergone the operation and 
173 control patients, and was returned by 106 of the 
former and by 103 of the latter. The control series con- 
sisted of patients originally seen for evaluation. during 
the same period, but not operated upon. In the control 
group the average duration of illness (12-1 years) was 
slightly longer than in the surgical series (10-3 years), 
and the control subjects were on the whole slightly older, 
the males being on average 10-5 years older, than the 
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surgical patients. The two groups were socially and 
educationally comparable. The follow-up period aver- 
aged 11-3 months in the surgical group and 14-5 months 
in the control group. 

Of the surgical patients, 88°% reported that the symp- 
toms on the side affected by the operation were improved 
to some degree, the remaining 12°% considering that 
they were stationary or worse. Only 27°% reported 
improvement in the symptoms on the opposite side, while 
73% stated that these were stationary or worse. In the 
control group the over-all condition was reported to be 
yetter in 10% and stationary or worse in the remaining 
20°%. The operation thus appears to halt the progress 
of the disease on the operated side in addition to relieving 
-ymptoms referable to that side, the further deterioration 
on the opposite side indicating continued progression of 
‘he disease as a whole. In the operated group 74°% of 


-he males and 55°% of the females reported that they 
‘ould work better and needed less assistance, whereas 
he ability of the control subjects to work was reported 
‘o be better in 8%, stationary in 35°%, and worse in 57% 
Brodie Hughes 


of cases. 


CRANIAL NERVES 


‘186. Follow-up Investigation of One Hundred and 
} leven Cases of Trigeminal Neuralgia Treated by the 
Decompression Operation between 1952 and 1954. [In 
English] 

|. Boum and S. H6OJEBERG. Acta neurochirurgica [Acta 
veurochir. (Wien)| 6, 1-6, 1958. 3 refs. 


The authors present, from Serafimerlasarettet, Stock- 
holm, a preliminary estimation of the value of decom- 
pression of the Gasserian ganglion and sensory root of 
the 5th cranial nerve, as described by Taarnhgj in 1952 
(/. Neurosurg., 9, 288), for the relief of trigeminal neural- 
gia, 111 cases having been so treated between 1952 and 
1954 and followed up for periods of 2 to 4 years. Of 
these patients, all of whom suffered from typical tic 
douloureux, 11 were treated by intradural dissection as 
originally described by Taarnhgj, but in the remainder 
extradural dissection was employed. The advantage of 
the decompression operation lies in the preservation of 
facial sensation in most cases, although in the series 
described here 55°% of the patients complained of some 
postoperative sensory impairment. 

In all but 3 of the patients pain was relieved satisfac- 
torily from the time of the operation, but later recurred 
in 43 cases (40°), in the majority within the first 2 years; 
17 of these patients, however, reported that the recurrent 
pain was milder and less frequent than formerly and were 
on the whole satisfied with the result. A second decom- 
pression operation was performed on 7 patients, 3 of 
whom remained free from pain during the 3-year follow- 
up, while the remaining 4 were successfully treated by 
posterior root section. Postoperative sensory impair- 
ment, due apparently to operative trauma of the nerve 
root, ranged from hypoaesthesia to paroxysmal painful 
paraesthesiae and analgesia dolorosa; however, the 
incidence of sensory impairment was similar in patients 
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with and without recurrence. The authors consider that 
the decompression operation carries no more risk than 
does subtemporal nerve root section and often permits 
the preservation of facial sensation, but that recurrence 
takes place more frequently, and conclude that continua- 
tion of this method is justified, although a large series of 
results over long periods of observation will be required 
for accurate estimation of its value. Decompression 
in no way jeopardizes later nerve root section, should this 
operation be required. J. B. Stanton 


NEUROMUSCULAR DISEASES 


1187. Muscular Dystrophy. Catheterization Studies 
Indicating Latent Congestive Heart Failure 

S. GaILant, T. S. DANowskI, and D. S. FisHer. Cir- 
culation [Circulation] 17, 583-588, April, 1958. 11 refs. 


At Allegheny General Hospital (University of Pitts- 
burgh School of Medicine), Pittsburgh, the cardiac func- 
tion of 12 patients with muscular dystrophy, aged 10 to 
40 years, was investigated by cardiac catheterization in 
addition to the usual clinical, radiological, and cardio- 
graphic-means. The findings obtained in 5 cases were 
interpreted as signifying the presence of latent congestive 
heart failure, which did not become manifest owing to 
the restriction placed by the disease on physical activity. 
The frequent incidence in the electrocardiogram of a 
high R wave or RSR’ pattern in the right ventricular 
chest leads is interpreted as being probably due to a 
conduction defect, the results of catheterization excluding 
pulmonary hypertension or right heart enlargement as 
the cause. A. Schott 


1188. Distribution of High Energy Phosphate in Normal 
and Dystrophic Muscle 

E. RoNZONI, S. WALD, L. BerG, and R. RAMsEy. Neu- 
rology [Neurology (Minneap.)| 8, 359-368, May, 1958. 
6 figs., 14 refs. 


The authors, working at the Washington University 
Medical School, St. Louis, have utilized for biochemical 
study muscle biopsy specimens obtained from 17 patients 
with muscular dystrophy and from 4 control subjects 
who were undergoing orthopaedic operations. Methods 
of homogenization of the specimens and of obtaining 
aliquots for analysis are described in detail [but for these 
methods, and the techniques of estimating the creatine, 
inorganic phosphate, nucleotide, and adenosine triphos- 
phate content the original paper should be consulted]. 

It was found that the creatine phosphate and total 
creatine content of the non-collagenous part of the 
muscle was greatly reduced in dystrophic patients, 
usually to between 4 and 56% of normal. The ratio 
of creatine phosphate to creatine was the same as for 
normal muscle. The level of the high-energy nucleotide 
phosphate was also reduced, but was better maintained 
than that of creatine phosphate, the average level being 
about 70% of normal. It was shown, however, that 
the failure to retain creatine in dystrophic muscle is not 
due to any lack of the adenosine triphosphate which is 
necessary for its synthesis. John N. Walton 
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1189. A Personality Study of Asthmatic and Cardiac 
Children 

E. C. NeuHAus. Psychosomatic Medicine (Psychosom. 
Med.} 20, 181-186, May-June, 1958. 33 refs. 


An investigation into the personality structure of cer- 
tain groups of children is reported from New York Uni- 
versity, the main purposes of which were to discover 
whether asthmatic children differ in personality from 
healthy children and from children who suffer from a 
chronic illness of different aetiology and symptomatology 
—namely, a cardiac disorder—and whether there exists 
a specific personality pattern in bronchial asthma. 

A group of 34 asthmatic children was compared with a 
matched control group of healthy children in respect of 
their response to three psychological tests, the Brown 
Personality Inventory for Children, the Despert Fables, 
and the Rorschach test. This group was also compared 
with a group of 34 children with disabling heart disease, 
and the latter group (the cardiac group) in turn com- 
pared with a matched normal control group. Compari- 
sons were also made with the healthy siblings of members 
of both the asthmatic and cardiac groups. All the sub- 
jects tested were between 8 and 14 years old. The asth- 
matic children differed significantly from normal children 
in that they showed evidence of marked anxiety, in- 
security, and dependency. However, the children with 
heart disease differed from normal children in exactly 
the same respects, and it was not possible to distinguish 
them from the asthmatic children in terms of personality 
disturbance. No significant differences could be detected 
between either group of sick children and its sibling 
control group. This may be attributable either to an 
unfavourable influence exerted by the presence of a sick 
child in the home or to the operation of similar consti- 
tutional or familial factors on both sick and healthy 
siblings. It is concluded that no support can be given to 
the hypothesis that asthmatic children display a specific 
personality pattern. The non-specific psychological dis- 
turbance, however, merits attention in the management 
of these children. A. Balfour Sclare 


1190. A Clinical Psychologist’s Perspective on Research 
in Psychosomatic Medicine 

F. BROWN. Psychosomatic Medicine [Psychosom. Med. 
20, 174-180, May-June, 1958. 21 refs. 


From Mount Sinai Hospital, New York, a critical 
evaluatian of contemporary research problems in psycho- 
somatic medicine is presented in which attention is 
devoted mainly to methodological difficulties and short- 
comings which frequently beset both clinical and experi- 
mental investigations in this field at the present time. 
In addition, some current conceptual models are carefully 
scrutinized; the concept of specificity of emotional con- 
flict in psychosomatic disorders, for instance, after an 
initial stimulating effect, now appears to be a stultifying 
over-simplification. Much lip-service has been paid to 
the holistic approach in psychosomatic medicine. In 
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practice, however, holistically oriented research strategy . 


demands a carefully planned and non-hierarchical col- 
laboration between the individual members of a research 
team who represent various disciplines. Precise defini- 
tion of hypotheses at the outset of the research is to be 
preferred to placing reliance upon dogmatic explanations 
post facto. 

Gaps and inadequacies in psycho-analytic theory must 
no longer be obscured. Many current psycho-analytic 
concepts are no more than hypotheses which still require 
experimental validation. Likewise the Rorschach test 
and other projective techniques are sometimes employed 
uncritically or too ingenuously in studies of psycho- 
somatic disorders. Long-term longitudinal studies of a 
prospective nature are likely to be more profitable than 
cross-sectional investigations. Such studies would entail 
an appraisal of psycho-physiological and psycho-social 
factors which will not only provide a test of existing 
hypotheses, but will also help in formulating new ones 
concerning the aetiology of psychosomatic disorders. 

A. Balfour Sclare 


1191. A Factual Study of Male Homosexuality 

R. E. A. Lerrcu, and J. R. Stuart. British 
Medical Journal [Brit. med. J.| 1, 1317-1323, June 7, 
1958. 23 refs. - 


With the consent of the Home Office and of the sub- 
jects themselves, the authors examined 64 men who were 
serving prison sentences for homosexual offences. Their 
ages ranged from 20 to 61 (average 40-5) years, and 67% 
had had no previous conviction’ for such offences. 
The physique of the men was within the normal range 
and none showed a typically feminine distribution of 
fat. In only 4 cases was there a female distribution of 
pubic hair, and in only one of these was there a definite 
endocrine abnormality, with feminine breast develop- 
ment. There was only one other man whose breasts 
were “* well padded ”’. 

According to the Registrar-General’s classification 
68°% of the men belonged to Social Class III or V. 
The majority (38) were of average intelligence, but the 
1.Q. of 16 men was less than 90 and of 10 more than 110. 
An anxious or schizoid personality was diagnosed in 
56% and there was a history of nervous illness in 16%. 
In many cases there was an unusually deep attachment 
to the mother. Only 2 men had mild psychopathic 
traits. The proportion of men with artistic leanings, 
(55°) and with interests in specifically feminine occupa- 
tions (11°%) was larger than normal, but the proportion 
with mainly intellectual interests (16°%) was not regarded 
as excessive. Nine (14°%) of the men had been scout- 
masters. Alcoholism was rarely an important factor, 
but there was frequently a history of excessive drinking 
by the father. In only 5 cases were there other homo- 
sexual members of the family. 

In 70°% of cases heterosexual experience was admitted, 
and in 60°% the first sex drive had been directed towards 
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the other sex. 
desires made their first appearance was nearly 17 (that is, 
usually after leaving school). Of the 64 men, 24 (38%) 
were, or had been, married, and 15 of them had a total 
of 43 children. The earliest homosexual experience had 
generally been mutual masturbation. Seduction by an 


The average age at which homosexual 


older man in childhood had occurred in 20%. The 
most common form of homosexual practice was sodomy 
combined with mutual masturbation. Most of the men 
oreferred the active role, and 83°% of them were promis- 
uous. In 70° there was a reduction of the homosexual 
irge in prison. Endocrinological findings were largely 
iormal, the ketosteroid output and the urinary androgen: 
destrogen ratio not differing significantly from those of 
10rmal men. Only 6 men had had psychotherapy, which 
iad reduced their anxieties, but had not altered the direc- 
ion of their sex drive. Oestrogen treatment had been 
ielpful in reducing libido. F. K. Taylor 


192. A Neurophysiological Test for Psychiatric Diag- 
vosis: Results in 750 Patients 

©. SHaGAss and A. L. Jones. American Journal of 
°sychiatry [Amer. J. Psychiat.] 114, 1002-1010, May, 
958. 5 figs., 17 refs. 


From the Allan Memorial Institute of Psychiatry and 
©McGill University, Montreal, the authors report further 
.xperience of determination of the sedation threshold 
(Shagass, Electroenceph. clin. Neurophysiol., 1954, 6, 221; 

tbstr. Wid Med., 1954, 16, 500) as a diagnostic test in 
sychiatry. Briefly, the procedure is to inject intra- 
\enously sodium amylobarbitone in doses of 0-5 mg. 
per kg. body weight every 40 seconds, a frontal electro- 
cncephalogram being recorded and the patient being 
iested for the presence of slurred speech after each dose. 
he amplitude of fast frontal activity is measured and a 
cose—response curve plotted which is typically S-shaped 
und contains an inflexion point, corresponding roughly 
with the point of development of slurred speech, at 
which the amplitude of the fast activity ceases to increase 
rapidly and the curve tends to level off to a plateau. The 
dose administered up to this point-is designated the 
sedation threshold. 

In the present paper the results obtained from 45 
healthy control subjects and 750 patients with various 
neuropsychiatric disorders are analysed. The mean 
sedation threshold for the control group was 3-09 mg. 
per kg. (S.D. 0-73). No significant differences were 
found between the values obtained from male and female 
patients or patients of different ages in the same diagnostic 
group. Among the psychoneuroses the lowest sedation 
thresholds were found in conversion hysteria (2-79 mg. 
per kg.) and hysterical personality (2-71 mg. per kg.), 
and the highest in anxiety state (5-27 mg. per kg.) and 
depression (4-78 mg. per kg.). Among the psychoses 
three distinct ranges were found. The mean threshold 
in cases of organic psychosis was 1-94 mg. per kg., which 
was significantly lower than in any other group. In acute 
psychotic disorders, including acute schizophrenia and 
schizo-affective, paranoid, and manic states, the mean 
threshold ranged from 2-66 to 3-45 mg. per kg. Finally, 
in chronic and “ borderline” schizophrenia the mean 
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threshold was consistently high—namely, 4-27 and 4-70 
mg. per kg. respectively. It was found that while 
patients with psychotic depression had a low sedation 
threshold, in those with neurotic depression it was high. 
On the basis of their experience the authors list six 
diagnostic applications of the test: (1) for measuring 
manifest anxiety; (2) for differentiating between hys- 
terical and obsessional personality trends; (3) for con- 
firming a diagnosis of organic psychosis; (4) for differen- 
tiating between acute and chronic schizophrenia; (5) for 
differentiating between neurotic and psychotic depression ; 
and (6) for predicting the effect of electric convulsion 
therapy (the lower the threshold, the better the prognosis). 
‘ E. H. Johnson 


1193. The Relation of Childhood Behavior Problems to 
Adult Psychiatric Status: a 30-year Follow-up Study of 
150 Subjects 

P. O'NEAL and L. N. Rosins. American Journal of 
Psychiatry [Amer. J. Psychiat.] 114, 961-969, May, 1958. 
13 refs. 


An interim report is presented from Washington 
University School of Medicine, St. Louis, on a follow-up 
study of 524 patients referred to the St. Louis Municipal 
Psychiatric Clinic during the period 1924-9, when they 
were less than 18 years old, for “‘ problem behaviour ” 
and of 100 matched control subjects selected from the 
records of the St. Louis public schools. The present 
report is based on the results of the first 150 subjects to 
undergo social and medico-psychiatric follow-up examin- 
ation, 115 of whom were former patients and 35 control 
subjects. Assessment of the current psychiatric status 
in each case was made by 3 psychiatrists independently. 

Of the former patients, 21°% were diagnosed as having 
no psychiatric disease, 27°% as neurotic, 18°% as psychotic, 
15°%% as sociopathic personalities, and 3°%% as alcoholic. 
The control group contained about the same proportions 
of neurotics and alcoholics, but only 3°%% of psychotics 
and no sociopathic personalities, while no psychiatric 
disorder was found in 60°%. 

On the basis of their previous history the former 
patients were divided into three groups: (I) child delin- 
quents who had been before a Juvenile Court (30%); 
(II) those who had shown anti-social behaviour but, 
at the time of first attendance, had no court record 
(42°%); and (III) those who had been referred for mainly 
neurotic problems of childhood (28%). Of Group I, 
only 14% were regarded as psychiatrically healthy on 
follow-up examination, while 37°% were diagnosed as 
sociopathic personalities. Of Group II, 19% had no 
psychiatric disease, while 30°% had neurotic and 30% 
psychotic reactions; only 6°% were diagnosed as socio- 
pathic personalities at follow-up, but all of these had 
come before a Juvenile Court subsequent to their first 
referral to the Clinic. Of Group III, 30% were diag- 
nosed as having no psychiatric disease (this figure being 
just half that of the control group), 37% as neurotic, 
and 15°% as psychotic. Alcoholics were found only in 
Group I, of which they made up 9%. Among those 
former patients who were found at follow-up to have no 
psychiatric disorder the commonest behaviour disorders 
in childhood had been fighting, sex problems, and 
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1189. A Personality Study of Asthmatic and Cardiac 
Children 

E. C. NeuHAus. Psychosomatic Medicine (Psychosom. 
Med.) 20, 181-186, May-June, 1958. 33 refs. 


An investigation into the personality structure of cer- 
tain groups of children is reported from New York Uni- 
versity, the main purposes of which were to discover 
whether asthmatic children differ in personality from 
healthy children and from children who suffer from a 
chronic illness of different aetiology and symptomatology 
—namely, a cardiac disorder—and whether there exists 
a specific personality pattern in bronchial asthma. 

A group of 34 asthmatic children was compared with a 
matched control group of healthy children in respect of 
their response to three psychological tests, the Brown 
Personality Inventory for Children, the Despert Fables, 
and the Rorschach test. This group was also compared 
with a group of 34 children with disabling heart disease, 
and the latter group (the cardiac group) in turn com- 
pared with a matched normal control group. Compari- 
sons were also made with the healthy siblings of members 
of both the asthmatic and cardiac groups. All the sub- 
jects tested were between 8 and 14 years old. The asth- 
matic children differed significantly from normal children 
in that they showed evidence of marked anxiety, in- 
security, and dependency. However, the children with 
heart disease differed from normal children in exactly 
the same respects, and it was not possible to distinguish 
them from the asthmatic children in terms of personality 
disturbance. No significant differences could be detected 
between either group of sick children and its sibling 
control group. This may be attributable either to an 
unfavourable influence exerted by the presence of a sick 
child in the home or to the operation of similar consti- 
tutional or familial factors on both sick and healthy 
siblings. It is concluded that no support can be given to 
the hypothesis that asthmatic children display a specific 
personality pattern. The non-specific psychological dis- 
turbance, however, merits attention in the management 
of these children. A. Balfour Sclare 


1190. A Clinical Psychologist’s Perspective on Research 
in Psychosomatic Medicine 

F. Brown. Psychosomatic Medicine [Psychosom. Med.| 
20, 174-180, May-June, 1958. 21 refs. 


From Mount Sinai Hospital, New York, a critical 
evaluatian of contemporary research problems in psycho- 
somatic medicine is presented in which attention is 
devoted mainly to methodological difficulties and short- 
comings which frequently beset both clinical and experi- 
mental investigations in this field at the present time. 
In addition, some current conceptual models are carefully 
scrutinized; the concept of specificity of emotional con- 
flict in psychosomatic disorders, for instance, after an 
initial stimulating effect, now appears to be a stultifying 
over-simplification. Much lip-service has been paid to 
the holistic approach in psychosomatic medicine. In 


practice, however, holistically oriented research strategy . 


demands a carefully planned and non-hierarchical col- 
laboration between the individual members of a research 
team who represent various disciplines. Precise defini- 
tion of hypotheses at the outset of the research is to be 
preferred to placing reliance upon dogmatic explanations 
post facto. 

Gaps and inadequacies in psycho-analytic theory must 
no longer be obscured. Many current psycho-analytic 
concepts are no more than hypotheses which still require 
experimental validation. Likewise the Rorschach test 
and other projective techniques are sometimes employed 
uncritically or too ingenuously in studies of psycho- 
somatic disorders. Long-term longitudinal studies of a 
prospective nature are likely to be more profitable than 
cross-sectional investigations. Such studies would entail 
an appraisal of psycho-physiological and psycho-social 
factors which will not only provide a test of existing 
hypotheses, but will also help in formulating new ones 
concerning the aetiology of psychosomatic disorders. 

A. Balfour Sclare 


1191. A Factual Study of Male Homosexuality 

R. E. Hempuity, A. Lerrcu, and J. R. Stuart. British 
Medical Journal [Brit. med. J.] 1, 1317-1323, June 7, 
1958. 23 refs. - 


With the consent of the Home Office and of the sub- 
jects themselves, the authors examined 64 men who were 
serving prison sentences for homosexual offences. Their 
ages ranged from 20 to 61 (average 40-5) years, and 67% 
had had no previous conviction for such offences. 
The physique of the men was within the normal range 
and none showed a typically feminine distribution of 
fat. In only 4 cases was there a female distribution of 
pubic hair, and in only one of these was there a definite 
endocrine abnormality, with feminine breast develop- 
ment. There was only one other man whose breasts 
were well padded ”’. 

According to the Registrar-General’s classification 
68°%%, of the men belonged to Social Class III or V. 
The majority (38) were of average intelligence, but the 
1.Q. of 16 men was less than 90 and of 10 more than 110. 
An anxious or schizoid personality was diagnosed in 
56% and there was a history of nervous illness in 16%. 
In many cases there was an unusually deep attachment 
to the mother. Only 2 men had mild psychopathic 
traits. The proportion of men with artistic leanings 
(55%) and with interests in specifically feminine occupa- 
tions (11°%) was larger than normal, but the proportion 
with mainly intellectual interests (16°%,) was not regarded 
as excessive. Nine (14°%) of the men had been scout- 
masters. Alcoholism was rarely an important factor, 
but there was frequently a history of excessive drinking 
by the father. In only 5 cases were there other homo- 
sexual members of the family. 

In 70°% of cases heterosexual experience was admitted, 
and in 60°% the first sex drive had been directed towards 
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the other sex. 
desires made their first appearance was nearly 17 (that is, 
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usually after leaving school). Of the 64 men, 24 (38%) 
were, or had been, married, and 15 of them had a total 
of 43 children. The earliest homosexual experience had 
generally been mutual masturbation. Seduction by an 
older man in childhood had occurred in 20%. The 
most common form of homosexual practice was sodomy 
combined with mutual masturbation. Most of the men 
oreferred the active role, and 83°% of them were promis- 
cuous. In 70% there was a reduction of the homosexual 
irge in prison. Endocrinological findings were largely 
1ormal, the ketosteroid output and the urinary androgen: 
destrogen ratio not differing significantly from those of 
10rmal men. Only 6 men had had psychotherapy, which 
iad reduced their anxieties, but had not altered the direc- 
ion of their sex drive. Oestrogen treatment had been 
ielpful in reducing libido. F. K. Taylor 


192. A Neurophysiological Test for Psychiatric Diag- 
nosis: Results in 750 Patients 

C. SHaGAss and A. L. Jones. American Journal of 
’sychiatry [Amer. J. Psychiat.] 114, 1002-1010, May, 
958. 5 figs., 17 refs. 


From the Allan Memorial Institute of Psychiatry and 
»{cGill University, Montreal, the authors report further 
.xperience of determination of the sedation threshold 
( Shagass, Electroenceph. clin. Neurophysiol., 1954, 6, 221; 

‘bstr. Wid Med., 1954, 16, 500) as a diagnostic test in 
psychiatry. Briefly, the procedure is to inject intra- 
\enously sodium amylobarbitone in doses of 0-5 mg. 
per kg. body weight every 40 seconds, a frontal electro- 
cncephalogram being recorded and the patient being 
iested for the presence of slurred speech after each dose. 
‘he amplitude of fast frontal activity is measured and a 
Cose—response curve plotted which is typically S-shaped 
aad contains an inflexion point, corresponding roughly 
with the point of development of slurred speech, at 
\hich the amplitude of the fast activity ceases to increase 
rapidly and the curve tends to level off to a plateau. The 
dose administered up to this point is designated the 
sedation threshold. 

In the present paper the results obtained from 45 
healthy control subjects and 750 patients with various 
neuropsychiatric disorders are analysed. The mean 
sedation threshold for the control group was 3-09 mg. 
per kg. (S.D. 0-73). No significant differences were 
tound between the values obtained from male and female 
p.tients or patients of different ages in the same diagnostic 
group. Among the psychoneuroses the lowest sedation 
thresholds were found in conversion hysteria (2-79 mg. 
per kg.) and hysterical personality (2:71 mg. per kg.), 
and the highest in anxiety state (5-27 mg. per kg.) and 
depression (4-78 mg. per kg.). Among the psychoses 
three distinct ranges were found. The mean threshold 
in cases of organic psychosis was 1:94 mg. per kg., which 
was significantly lower than in any other group. In acute 
psychotic disorders, including acute schizophrenia and 
sshizo-affective, paranoid, and manic states, the mean 
threshold ranged from 2°66 to 3-45 mg. per kg. Finally, 
in chronic and “ borderline” schizophrenia the mean 
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threshold was consistently high—namely, 4:27 and 4-70 
mg. per kg. respectively. It was found that while 
patients with psychotic depression had a low sedation 
threshold, in those with neurotic depression it was high. 

On the basis of their experience the authors list six 
diagnostic applications of the test: (1) for measuring 
manifest anxiety; (2) for differentiating between hys- 
terical and obsessional personality trends; (3) for con- 
firming a diagnosis of organic psychosis; (4) for differen- 
tiating between acute and chronic schizophrenia; (5) for 
differentiating between neurotic and psychotic depression ; 
and (6) for predicting the effect of electric convulsion 
therapy (the lower the threshold, the better the prognosis). 

: E. H. Johnson 


1193. The Relation of Childhood Behavior Problems to 
Adult Psychiatric Status: a 30-year Follow-up Study of 
150 Subjects 

P. O'NEAL and L. N. Rosins. American Journal of 
Psychiatry [Amer. J. Psychiat.] 114, 961-969, May, 1958. 
13 refs. . 


An interim report is presented from Washington 
University School of Medicine, St. Louis, on a follow-up 
study of 524 patients referred to the St. Louis Municipal 
Psychiatric Clinic during the period 1924-9, when they 
were less than 18 years old, for “ problem behaviour ” 
and of 100 matched control subjects selected from the 
records of the St. Louis public schools. The present 
report is based on the results of the first 150 subjects to 
undergo social and medico-psychiatric follow-up examin- 
ation, 115 of whom were former patients and 35 control 
subjects. Assessment of the current psychiatric status 
in each case was made by 3 psychiatrists independently. 

Of the former patients, 21°% were diagnosed as having 
no psychiatric disease, 27° as neurotic, 18°% as psychotic, 
15°% as sociopathic personalities, and 3°% as alcoholic. 
The control group contained about the same proportions 
of neurotics and alcoholics, but only 3°% of psychotics 
and no sociopathic personalities, while no psychiatric 
disorder was found in 60°. 

On the basis of their previous history the former 
patients were divided into three groups: (I) child delin- 
quents who had been before a Juvenile Court (30°%,); 
(II) those who had shown anti-social behaviour but, 
at the time of first attendance, had no court record 
(42°%%); and (IID those who had been referred for mainly 
neurotic problems of childhood (28°). Of Group I, 
only 14°% were regarded as psychiatrically healthy on 
follow-up examination, while 37°4 were diagnosed as 
sociopathic personalities. Of Group II, 19°, had no 
psychiatric disease, while 30°, had neurotic and 30°, 
psychotic reactions; only 6°% were diagnosed as socio- 
pathic personalities at follow-up, but all of these had 
come before a Juvenile Court subsequent to their first 
referral to the Clinic. Of Group III, 30°, were diag- 
nosed as having no psychiatric disease (this figure being 
just half that of the control group), 37% as neurotic, 
and 15° as psychotic. Alcoholics were found only in 
Group I, of which they made up 9%. Among those 
former patients who were found at follow-up to have no 
psychiatric disorder the commonest behaviour disorders 
in childhood had been fighting, sex problems, and 
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tantrums. Children referred for truancy, incorrigibility, 
running away, and fighting were found to be the most 
likely to show psychotic reaction as adults. There was 
no clear relation between socio-economic status or sta- 
bility of the home in childhood and the adult diagnosis. 
It is noted that very few of the former patients had 
sought psychiatric help in the intervening period. 
E. H. Johnson 


1194. Further Studies on Intelligence Levels in Cerebral 
Palsied Children 

L. B. HOHMAN and D. K. FrEEDHEIM. American Journal 
of Physical Medicine [Amer. J. phys. Med.| 37, 90-97, 
April, 1958. 6 figs., 5 refs. 


Testing of 1,003 children with cerebral palsy between 
the ages of 7 months and 16 years shows that mental 
retardation is tragically frequent in cerebral palsied 
children. The number of CP’s who are truly educable 
for any economic independence is probably much less 
than 40%; because from the 40% which have IQ’s 
above 70, there must be subtracted a number of cases 
whose physical handicaps are sufficiently severe to pre- 
vent a useful or usable education. The problem of 
many of the severe CP’s is finding adequate custodial 
care when they are incapable of independent living.— 
[Authors’ summary.] 


1195. Tranquillizers in Mental Deficiency: Chlorproma- 
zine 

M. Craft. Journal of Mental Deficiency Research [J. 
ment. Defic. Res.| 1, 91-95, Dec., 1957 [received April, 
1958]. 8 refs. 


Low-grade mental defectives present a serious nursing 
problem since they are destructive, aggressive, noisy, 
and dirty. This paper reports a clinical trial of chlor- 
promazine carried out at the Royal Western Counties 
Institution, Starcross, Devon, on 16 (11 male and 5 
female) high-grade idiots with an I.Q. below 30 who were 
unable to frame sentences, wash, dress, or protect them- 
selves against dangers. Their aggressiveness, activity, 
and social behaviour were rated daily by the nursing staff 
before and during the experimental period, which was 
divided into two parts. In the first part the patients 
received either chlorpromazine or amylobarbitone 
sodium in identical tablets, the order of administration 
of which was then reversed in the second part of the 
experiment. The dosage of both drugs was gradually 
increased unless side-effects appeared; these, it was later 
found, were all due to chlorpromazine and consisted in 
photophobia, light sensitization, drowsiness, Parkinson- 
ism, and frenzied outbursts. The initial dose of chlor- 
promazine was 50 mg. daily. In 3 cases this dose could 
be increased to 800 mg. daily, but the majority of the 
patients could not tolerate more than 400 to 600 mg. daily, 
and in 2 cases the drug had to be withdrawn because of 
severe side-effects. The daily dose of amylobarbitone 
sodium was 4 grain (32 mg.) initially, gradually increased 
to 8 grains (0-5 g.) daily; it produced no side-effects. - 

A statistical analysis of variance carried out on the 
daily behaviour ratings showed that significant differ- 
ences in activity and social behaviour, but not in aggres- 


sion, were obtained in the three observation periods. 
These differences, however, were not matched by the 
clinical progress, the nursing staff failing to see any 
improvement in their patients. Chlorpromazine did not 
alter the activity or aggressiveness of the patients. It 
had a slightly beneficial effect on social behaviour which, 
however, remained far below that considered socially 
acceptable. It was concluded that chlorpromazine has 
no value in the treatment of hyperactive high-grade 
idiots, and may even be detrimental because of its side- 
effects. F. K. Taylor 


1196. Protracted Coma in Insulin Shock Therapy: Its 
Management 

J. D. Freunp. Journal of Clinical and Experimental 
Psychopathology clin. exp. Psychopath.] 19, 102-117, 
April-June, 1958. 34 refs. 


Between 1942 and 1955 the author administered insulin 
shock therapy to 1,554 mental patients at the Fairview 
Sanitarium, Chicago, in the course of which he encoun- 
tered only 21 cases of protracted coma, only one of which 
was fatal. This good result is ascribed to careful selec- 
tion and the exclusion from treatment of patients suffer- 
ing from endocrine dyscrasia or cardiac disease, to the 
constant supervision of comatose patients, and to the 
prompt application of emergency measures when pre- 
monitory symptoms of protracted coma appeared. 

The onset of protracted coma was not found to be 
related to the number of previous comas (which varied 
from 4 to 14) or to the individual or cumulative dose of 
insulin, the individual doses given ranging from 90 to 
350 units. Danger signals varied from patient to 
patient, and included early onset of deep coma, respira- 
tory distress, a fall in the blood pressure, pallor, cyano- 
sis, motor restlessness, vomiting, diarrhoea, areflexia 
alternating with marked hypertonia, and a raised tem- 
perature. In the author’s experience the deepest phase 
of coma should not be reached before the fifth hour after 
injection of the insulin. It is characterized by tonic 
extensor spasms, postural reflexes, depression of tendon 
reflexes, decreased sensitivity, Cheyne—Stokes respira- 
tion, sluggishness or absence of corneal reflexes, and pin- 
point pupils which do not react to light. The author 
made it a rule, however, to terminate the deepest phase 
of coma shortly after its onset. If a patient failed to 
respond to oral glucose within 10 to 20 minutes, intra- 
venous glucose was given without delay. 

The treatment of protracted coma required constant 
vigilance. Circulation was supported by repeated doses 
of pentylenetetrazole (leptazol), nikethamide, ** digalen ”, 
or caffeine sodium benzoate; noradrenaline was given 
only sparingly. To improve the metabolism and replace 
deficiencies glucose, saline, and vitamin-B complex were 
periodically injected, respiratory distress was relieved by 
oxygen inhalations, and excessive motor activity and 
convulsions were treated with amylobarbitone sodium, 
phenobarbitone, and paraldehyde. High temperature 
was reduced by ice packs and aspirin. Sulphadiazine 
and penicillin were given to lower the risk of infection. 
The management of three typical cases of protracted 
coma is described in detail. F. K. Taylor 
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1197. Cholinergic ‘‘ Urticaria ’’ and Miliaria 
M. Garretts. British Journal of Dermatology (Brit. J. 
Derm.] 70, 166-170, May, 1958. 2 figs., 9 refs. 


A review of the literature, and particularly of the work 
of A. Herxheimer (Clin. Sci., 1956, 15, 195), indicated 
that cholinergic “‘ urticaria”, due to the liberation of 
acetylcholine, might be dependent upon changes medi- 
ated by fibres of the sympathetic system. Experiments 
suggested that some product of sweat-gland activity was 
responsible. 

The author has examined histologically the weals in 2 
yatients seen at University College Hospital, London, 
.uffering from cholinergic urticaria and demonstrated 
derangement of the sweat apparatus comparable with 
‘hat seen in miliaria, except that there was no closure of 
‘he pores. The application of lanolin was without 
uffect, but in both cases ultraviolet-ray therapy in exfoli- 
iting doses given twice weekly for 2 months was followed 
»y apparent cure. John T. Ingram 


‘198. Evaluation of the Topical Therapeutic Efficacy of 
Hexetidine (Sterisil) in Various Dermatoses. A Pre- 
liminary Report 

A. L. WetsH and M. Epe. Journal of Investigative 


Dermatology [J. invest. Derm.| 30, 177-180, April, 1958. 
refs. 


Over a period of 6 months the authors have attempted 
to evaluate the therapeutic efficacy in certain dermatoses 
of hexetidine (“‘ sterisil ”?), which is a synthetic, organic, 
broad-spectrum antibacterial and antifungal agent. It 
has the formula 5-amino-1 :3-bis-(8-ethylhexyl)-5-methyl 
hexahydropyrimidine. The preparations of hexetidine 
employed were: an ointment containing 0-1°% in a syn- 
thetic gum base; a liquid containing 0-5°%% in a fat- 
soluble solvent; and a vaginal gel containing 0-1°% in 
tragacanth base. After an initial application to exclude 
irritancy the ointment and liquid were applied one to 4 
times daily and the vaginal gel nightly for 6 nights. 
Other antibacterial or antifungal agents or steroids were 
applied concomitantly as necessary. The bacterial 
conditions treated included eczematous eruptions, ery- 
thema perstans, folliculitis, impetigo, intertrigo, and 
paronychia. Fungal conditions included monilial in- 
fections and all the various forms of tinea, including 
tinea of the nails and tinea veriscolor. 

Of the total of 154 patients treated, 71 were cured, in 
65 the degree of improvement was estimated at 75 to 
99°% and in 15 at 50 to 74%, and only one patient 
(suffering from erosio interdigitalis blastomycetia) showed 
no improvement. [The methods of assessing improve- 
ment are not specified.] Two patients developed a 
burning sensation on application of the liquid prepara- 
tion, but as they benefited from use of the ointment one 
month later it is considered that the reaction to the 
former may have been due to the vehicle; otherwise 


Dermatology 


379 


there was no evidence of irritation. In 72 cases the 
period of treatment was less than one month, in 58 one 
to 3 months, and in 24 4 to 6 months. Hexetidine pro- 
duced a favourable response in 12 patients with derma- 
toses infected with bacteria known to be resistant to 
antibiotics. Only slight objective improvement was 
noted on treatment with hexetidine alone in 5 cases of 
cutaneous infection with Monilia albicans, although the 
patients reported marked subjective improvement, but 
objective improvement was pronounced after local appli- 
cations of nystatin were given in addition. On the 
whole, infections with Trichophyton and Microsporum 
responded well to hexetidine; of 17 patients with tinea 
pedis who had been under treatment with other anti- 
fungal agents and who were cured promptly with hexeti- 
dine, only one had a recurrence on cessation of therapy 
and this patient responded to further applications. All 
of 8 patients with tinea capitis were almost completely 
cured after 3 months treatment, and in 6 patients suffer- 
ing from seborrhoea capitis the condition cleared up 
promptly. 

There was no evidence of incompatibility between 
hexetidine and any of the antibotics commonly applied 
locally, including nystatin, or steroids, and no signs of 
sensitization or bacterial or fungal resistance to hexe- 
tidine were observed. 

The authors state that further studies will be required 
to establish the full extent of the therapeutic activity of 
this substance. P. T. Main 


1199. A Case of Alopecia Totalis Treated with ACTH. 
(Cny4ai alopecia totalis AKTT) 

V. I. and L. M. Botvinnik. 
Sxdoxpunonoeuu u Topmonomepanuu [Probl. Endokr. 
Gormonoter.| 4, 107, No. 2, March-April, 1958. 1 ref. 


The authors report the case of a girl of 19 who had 
suffered for 2 years from total loss of hair and who was 
treated with corticotrophin (ACTH), 5 units every 6 
hours for one month, followed by a second similar 
course after one month’s interval. There were no ill 
effects or complications of the treatment and at the end 
of the first month there was evidence of hair growth, 
which became completely normal at the end of 10 
months. This patient showed no apparent neurological 
or psychological disturbances, no pathological condition 
in the internal organs, and no abnormal findings in the 
blood or urine. [There is no specific reference to the 
urinary excretion of 17-ketosteroids.] 

L. Firman-Edwards 


1200. Contact Dermatitis in Children 

G. L. Wa.psott. International Archives of Allergy and 
Applied Immunology [Int. Arch. Allergy] 12, 273-286, 
1958. 6 figs., 3 refs. 
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1201. An Oto-audiological Evaluation of Forty-four 
Premature Children 

P. A. CAMPANELLI, D. C. FREDERIC, J. POLLOCK, and 
R. Henner. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.| 67, 609-615, May, 1958. 3 
figs., 7 refs. 


An otological and audiological evaluation of the héar- 
ing mechanism was carried out at the Michael Reese 
Hospital Medical Center, Chicago, on 88 children, of 
whom 44 had been regarded as premature at birth (birth 
weight less than 2,500 g., regardless of the length of 
gestation). All were between 6 and 7 years old, this being 
regarded as the minimum age level for reliability. of test 
results, and none had any evidence of disease of the outer 
or middle ear. 

None of the control subjects had any significant defect 
of hearing, whereas 7 children in the ‘ premature” 
group had some loss of hearing. This loss was variable 
in degree, but was uniformly bilateral and of “‘ sensori- 
neural ” type, most marked in the 4,000-c.p.s. region and 
with accompanying loss of bone conduction. A statisti- 
cal analysis of the findings in this series suggests that 
there is a definite correlation between deafness and a 
low birth weight when this is combined with prolonged 
incubator treatment. The significance of exposure 
to high concentrations of oxygen could not be judged 
from the data available, but in the authors’ experience 


premature children with retrolental fibroplasia are rarely 
also deaf. 

It is recommended that all premature children should 
be suspected of some impairment of hearing until 
examination has proved otherwise. 

F. W. Watkyn-Thomas 


1202. Studies of Children Born to Women with Thyroid 
Disease 

E. B. MAN, B. A. SHAverR, and R. E. Cooke. American 
Journal of Obstetrics and Gynecology [Amer. J. Obstet. 
Gynec.| 75, 728-741, April, 1958. 3 figs., bibliography. 


In these studies of the effect on the offspring of thyroid 
dysfunction in the pregnant mother, reported from Yale 
University School of Medicine, the authors determined 
the serum levels of butyl-extractable iodine (B.E.I.) in 
the infants of 5 mothers treated for hyperthyroidism 
during pregnancy and of 13 given desiccated thyroid 
because of a history of previous abortions, and in the 
mothers themselves at delivery. In the cord blood and 
maternal serum these levels agreed within 1-6 wg. per 100 
ml. In the infants at 4 or 5 days the range for serum 
B.E.I. was 7:2 to 13-2 yg. per 100 ml. 

The importance of preventing even transient maternal 
hypothyroidism during pregnancy is stressed, and the 
hypothesis that hyperthyroidism usually decreases during 
pregnancy, while a tendency to low thyroid reserve in- 
creases, is supported. It is recommended that inorganic 


iodine in moderate amounts should be given to pregnant 
women in areas of endemic goitre and also to women 
with thyroid enlargement or hyperthyroidism. During 
pregnancy excessive doses of iodides should be avoided 
because of the possible risk of causing hypothyroidism in 
the mother and goitre in the foetus. 

Margaret D. Baber 


1203. Dissociation as a Guide to Developmental Assess- 
ment 

R. S. ILLINGWORTH. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 33, 118-122, April, 1958. 3 refs. 


In assessing the development of an infant or young 
child one should always note the relationship of one 
milestone of development to another, in order to assess 
the rate of development, and the relationship of mile- 
stones in one field of development to those in another. 
Not infrequently development in one field is out of step 
with that in another. This might be termed dissociation. 
The reasons for this imbalance are discussed. 

Isolated delay in motor development may occur with- 
out apparent reason, so that the child grows up to be per- 
fectly normal. More often it results from a physical 
disability, in particular hypotonia or hypertonia. It 
never signifies mental deficiency. Relative advancement 
in motor development in relation to other fields occasion- 
ally occurs in mentally defective children. Unusual 
and isolated advancement in motor development does 
not mean superior intelligence. 

Retardation in social behaviour is of considerable 
prognostic significance, implying a poor prognosis for 
intelligence. The degree of retardation in a child with 
retardation in other fields is of great importance: only 
slight social retardation with severe motor retardation 
may occur in the presence of a severe mechanical dis- 
ability, such as cerebral palsy, with an only slightly 
lowered intelligence. Advanced social development is a 
good index of superior intelligence, except that it is 
difficult to assess in figures. 

Isolated delay in speech frequently occurs in children 
of normal or superior intelligence, and never means 
mental deficiency. Only moderate retardation in speech 
in the presence of severe retardation in other fields (as in 
cerebral palsy) excludes severe mental deficiency. Iso- 
lated advancement in speech is a good sign of superior 
intelligence. 

Isolated delay in sphincter control is commonly associ- 
ated with mismanagement or with familial factors, and 
is of no importance in developmental assessment. Ad- 
vancement, relative or absolute, is of little value because 
of the difficulty in assessing its significance (i.e. whether 
the control is really voluntary and not mere condition- 


' ing). Delay in chewing may result from mismanage- 


ment and otherwise does not occur alone.—[{Author’s 
summary. ] 
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CLINICAL PAEDIATRICS 


1204. Experience with Cortisone in the Treatment of 
Staphylococcal Pneumonia in Early Childhood and Infancy. 
(Erfahrungen mit der Cortisonbehandlung von Staphylo- 
kokkenpneumonien im Sduglings- und Kleinstkindes- 
alter) 

1. BUHLER, H. Femer, and W. FREISLEDERER. Archiv 
fiir Kinderheilkunde [Arch. Kinderheilk.| 157, 136-147, 
1958. 3 figs., 16 refs. 


The standard treatment adopted at the Paediatric 
Clinic of the University of Munich in cases of staphylo- 
coccal pneumonia is to give erythromycin (50 mg. per 
xg. body weight) together with chloramphenicol, tetra- 
cycline, supracillin or streptomycin until sensitivity 
‘ests reveal the antibiotic of choice. Special attention 
‘Ss paid to the alleviation of restlessness and to the treat- 
nent of circulatory collapse, tympanites, pleural effusion, 
ind pneumothorax. Oxygen is administered as neces- 
sary, and a low-calorie, high-carbohydrate diet is given. 

Of 47 patients treated between May, 1955, and May, 
957, 12 recovered with these measures alone, while the 
emaining 35, whose condition was grave on admission 
or deteriorated in spite of treatment, were given adrenal 
‘ortical hormones in addition, in a dosage which 
lepended on the age and weight of the patient and on 
-he clinical picture. Of these 35 patients, 21 were aged 
: months or under, 10 between 4 and 12 months, and 4 
were over 12 months old. All were seriously ill, with 
marked dyspnoea, restlessness, tympanites, and circu- 
catory failure. Frequently a hard, irritating cough, 
crunting expiration, and gross pallor or cyanosis were 
present. The temperature was usually only moderately 
clevated. Staphylococci were cultured in 31 cases from 
ihroat swabs, pleural fluid, or the blood. The hormones 
were given in gradually diminishing doses for periods of 
“to 17 days. In 2 cases cortisone was administered, the 
daily dosage ranging from 25 to 100 mg. on the first to 
5 to 10 mg. on the last day of the treatment; in 7 cases 
hydrocortisone was given in doses of 20 to 40 mg. on the 
first and 2-5 to 5 mg. on the last day; and in 26 cases 
prednisone was given in doses of 12-5 to 20 mg. on the 
first and 2-5 to 5 mg. on the last day. It is recom- 
mended that the dose of prednisone should not be 
lowered by more than 2:5 mg.aday. In 24 cases ACTH 
(corticotrophin) was given in doses of 10 units decreasing 
to 2-5 units daily for 2 to 5 days at the end of the course of 
treatment, but its omission did not appear to render 
more likely a recurrence of symptoms, which developed 
in 10 cases, in 9 of which complete recovery followed a 
second course of treatment lasting 5 to 20 days. The 
specific effect of hormone therapy on the prevailing 
clinical: picture was assessed as “* excellent ”—improve- 
ment occurring within one to 2 days and complete 
recovery in 2 to 5 days—in 16 cases and as “‘ good” in 
9 others. On the other hand in 4 cases hormone therapy 
did not appear to have contributed much towards recov- 
ery. In the remaining 6 cases, which are described in 
detail, severe complications were present and the prog- 
nosis was regarded as very grave; 2 of these patients 
recovered after a lengthy period of treatment and 4 died 
within 1 to 7 days of its commencement. 
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The authors are of the opinion that the mortality of 
9% in this series compares favourably with that in 
similar series reported in the world literature. The 
effect of the administration of adrenal hormones was to 
bring about a fall in the temperature in 31 cases, while in 
some the erythrocyte sedimentation rate and protein 
pattern, as determined by electrophoresis, improved 
dramatically and in others there was a marked decline 
in leucocytosis. Hormone therapy appeared to inhibit 
the development of effusions and to promote proliferative 
processes, and they were impressed with the value of 
prednisone in combating circulatory collapse. In 6 cases 
in which adrenal function was studied a severe degree of 
exhaustion was present, and the beneficial action of 
substitution therapy in such circumstances is readily 
understandable. E. S. Wyder 


1205. A Contribution to the Treatment of Suppurative 
Pneumonia in Early Childhood (with Special Reference to 
Pseudocysts). (Beitrage zur Therapie der abszedieren- 
den Pneumonie der Sduglinge (mit besonderer Beriick- 
sichtigung der Pseudozysten)) 

G. Bucua. Archiv fiir Kinderheilkunde [Arch. Kinder- 
heilk.| 157, 147-155, 1958. 13 refs. 


Before the antibiotic era the prognosis in suppurative 
pneumonia of infants was practically hopeless, whereas 
today it is good in one-half to two-thirds of all cases. 
The increasing resistance of the haemolytic Staphylo- 
coccus aureus to every type of antibiotic, however, makes 
it essential to take prompt prophylactic and therapeutic 
action in every case. The fulminating form of staphylo- 
coccal pneumonia usually occurs in premature or full- 
term infants under 4 months and may terminate fatally 
within 24 hours of its onset. The most favourable form 
is that in which a single abscess, often large, becomes 
walled off in the lung. While this presupposes low 
virulence in the organism and high resistance on the part 


-of the patient, the tough membrane surrounding the 


abscess makes it inaccessible to systemic antibiotic 
therapy. In such cases local treatment is usually poss- 
ible by direct puncture of the abscess cavity after its 
exact location by means of x rays, with evacuation of 
pus and instillation of an antibiotic solution. This 
procedure may be repeated several times with success. 
In the most common acute form of suppurative pneu- 
monia, however, the abscesses rupture into the pleura 
giving rise to empyema or pyopneumothorax. From 
his experience at the Paediatric Clinic of the Erfurt 
Academy of Medicine, the author deems it essential in 
such cases that systemic antibiotic therapy be supple- 
mented at an early stage by the daily evacuation of pus 
from the pleural cavity and the instillation of 50 to 100 
mg. of aureomycin (chlortetracycline) in solution. In 
order to lessen the risk of adding to the patient’s 
dyspnoea, this is carried out under continuous administra- 
tion of oxygen. The sensitivity of the organism is tested 
repeatedly, and strict aseptic precautions are taken to 
prevent secondary infection of the pleura. The theo- 
retical danger of inducing a pneumothorax is not en- 
countered in practice. Closed drainage is inevitable if, 
as sometimes happens with resistant organisms, the 
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empyema recurs. When a tension pneumothorax 
develops in the acute stage withdrawal of air with a 
syringe under careful x-ray control is worth a trial, but 
if the pneumothorax refills rapidly it can be dealt with 
effectively by the insertion for a few days of a rubber 
catheter to the end of which a bicycle valve has been 
attached. 

When the acute stage has been successfully overcome, 
the prognosis of empyema is excellent, recovery occur- 
ring in most cases without recourse to operation and 
without thoracic deformity, because of the remarkable 
tendency of the infantile lung to re-expand completely 
and for adhesions to disappear. At this point, however, 
and frequently when the infant is convalescing satis- 
factorily, radiographs may reveal the sudden develop- 
ment of large, translucent, intrapulmonary air-bubbles in 
areas in which abscesses had not previously been noted. 
In the author’s opinion these pulmonary “‘ pseudocysts ” 
arise from minute abscesses whose cavities, sterilized by 
antibiotic therapy, communicate directly with the bron- 
chial tree and so become inflated. Large “* pseudo- 
cysts ” may give rise to the same symptoms as a tension 
pneumothorax and endanger life, but this is very rare 
and in most cases surgical intervention is unnecessary. 
Serial radiographs showed the complete disappearance 
of “* pseudocysts ” within a few weeks to one year in all 
but one of 27 cases encountered by the author among 67 
infants with suppurative pneumonia. The general con- 


dition of these children was so good that they were dis- 
charged from hospital long before radiological evidence 
of complete recovery was obtained. 


E. S. Wyder 


1206. The Problem of Chronic Interstitial Nephritis in 
Childhood. (Die Problematik der chronisch-interstitiel- 
len Nephritis im Kindesalter) 
A. ROSENKRANZ. Neue Osterreichische Zeitschrift fiir 
Kinderheilkunde [Neue dst. Z. Kinderheilk.] 3, 29-54, 
1958. 13 figs., bibliography. 

Chronic interstitial nephritis in childhood is usually 
associated with an underlying congenital malformation 
or hypoplasia of the kidneys. In this paper from the 


University Paediatric Clinic, Vienna, 2 illustrative cases_ 


are reported in detail. The first patient, a boy aged 7 
years, developed polydipsia and polyuria after measles. 
On investigation 2 years later he was found to be of 
average physical and mental development. Renal func- 
tion tests showed glomerular and tubular impairment in 
the presence of a moderate acidosis. The blood urea 
concentration was increased, but the blood pressure was 
normal. A retrograde pyelogram showed the kidneys to 
be hypoplastic. There were no radiological abnormali- 
ties of the skeleton. The second patient was a dwarf 
aged 17 years with a history of rickets in infancy who 
developed renal failure after an operation to correct genu 
valgum. Renal function tests indicated glomerular and 
tubular insufficiency with hyperchloraemic acidosis. 
Radiologically, a congenitally deformed kidney with 
hydronephrosis was demonstrated and the skeleton 
showed signs of late rickets. The serum phosphorus 
concentration was increased and the serum calcium level 
abnormally low. The blood pressure was normal. A 
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diagnosis of renal rickets with secondary hyperpara- 
thyroidism was made. In neither case was there any 
family history of renal disease. 

The diagnosis of chronic interstitial nephritis should be 
suspected when renal failure develops, with gross bio- 
chemical abnormalities, in the presence of a normal blood 
pressure and a negative family history. Renal osteo- 
dystrophy and dwarfism may or may not be present. It 
is admitted that diagnosis may be very difficult without 
the aid of renal biopsy. G. W. Csonka 


1207. Flexion Spasm in Infancy. A Clinical Study of 
36 Cases. (Les spasmes en flexion du nourrisson. (36 
observations. Etude clinique)) 

S. THIEFFRY and J. AIcarpI. Semaine des hépitaux de 
Paris (Sem. Hép. Paris| 34, 1167-1178, April 24, 1958. 
3 figs., 40 refs. 


The authors report, from the H6pital ‘ion Enfants- 
Malades, Paris, a clinical and electroencephalographic 
study of 36 cases of the syndrome of flexion spasm in 
early infancy. The complete syndrome consists in: 
(1) myoclonic spasms accompanied by anterior flexion 
of the body axis (tic de salaam), which occur with great 
frequency, are very resistant to anticonvulsant treatment, 
and are often preceded, accompanied, or followed by 
spasms of other types; (2) marked intellectual deteriora- 
tion, involving particularly a loss of interest in the 
surroundings, which is often, but not always, associ- 
ated with permanent neurological disturbance; and (3) 
a disorganized electroencephalogram without obvious 
basic rhythm, the recording consisting almost entirely of 
slow waves of very large amplitude, interrupted by 
generalized paroxysmal sharp points without rhythmic 
organization affecting the whole of the tracing. The 
prognosis in regard to mental development is extremely 
poor, in contrast to that in the many cases with only 
slight disturbance of movement. Dissociated forms 
were also seen in which the clinical symptomatology was 
similar, but without the mental deterioration. 

The authors believe they can distinguish two types of 
the syndrome, these depending on whether psychomotor 
development was or was not normal before the appear- 
ance of the spasms. In cases of the former type the 
stereotyped development is stressed; it is suggested 
that this type represents a true syndrome. They also 
critically review the present ideas concerning the aetiology 
of the condition and express the view that previous 
theories regarding the role of encephalitis, obstetrical 
trauma, haemolytic disease of the newborn, toxoplasmo- 
sis, multiple malformations, and Tay—Sach’s disease in 
its causation do not adequately explain the syndrome. 
They stress the finding of heredo-degenerative factors in 
their own cases and the association of specific metabolic 
disturbances in analogous cases reported in the literature. 

R. Wyburn-Mason 


1208. Cerebral Palsy: a Clinical Study of 370 Cases. 
[Monograph in English] 

M. SKATvEDT. Acta paediatrica [Acta Paediat. (Upp- 
sala)] 46, 1-101, Suppl. 111, July, 1958. 38 figs., 
bibliography. 
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!209. Mortality from Coronary Artery Disease and 


‘* Myocardial Degeneration ”’ in the Republic of Ireland - 


'.. M. ACHESON and E. H. THORNTON. British Journal of 
?reventive and Social Medicine (Brit. J. prev. soc. Med.] 
i2, 83-93, April, 1958. 7 figs., 20 refs. 


In the Republic of Ireland there has been a 30-fold 
/1erease in the number of deaths due to coronary arterial 
cisease since 1926, while in both sexes the proportion of 
ceaths from this cause to all deaths has also increased 
considerably. There has been little change, however, in 
mortality from “‘ myocardial degeneration” during the 
same period. There is a striking excess in mortality 
‘rom coronary disease in the county boroughs as com- 
yared with the rural areas, and in the more industrially 
developed eastern counties the rates are much higher than 
i1 the counties in the west. With the increase in the 
ceath rate from this disease the peak sex ratio (male: 
{-»male) has shifted to an earlier age group, though this 
change is not yet so marked as in a number of more 
rrosperous countries, including the U.S.A. and Canada. 
the authors make the interesting suggestion that the 
shift in the peak sex ratio is due to a change which is tak- 
ing place in the epidemiology of the disease. Despite 
the recent increase, mortality from coronary disease in 
Ireland in 1954 was still lower than in most other coun- 
tries, even the rates for Dublin City and Dun Laoghaire, 
which were the highest in Eire, being much lower than 
those in rural England and Wales. 


[This is a valuable study.] John Pemberton 


1210. Compulsory Removal of Sick and Aged Persons 
from their Homes 

R. Y. Forses. Medical Officer [Med. Offr] 99, 375-379, 
June 27, 1958. 3 refs. 


In Great Britain legislation providing for the com- 
pulsory removal of sick or old people from their homes 
is contained in the National Assistance Act of 1948, 
together with the 1951 Amendment to that Act, which 
allows for a more rapid procedure to deal with emergen- 
cies, but with added safeguards. The provisions of the 
Act and Amendment, and of the local legislation applic- 
able to Edinburgh which preceded them, are outlined. 
Details of the procedures now used by the local authority 
in Edinburgh are given, and the social case histories of 9 
persons, all females, whose compulsory removal was 
ordered by the Courts during 1956 and 1957 are quoted. 
These cases are typified by withdrawal from normal 
social contacts, stubbornness, suspicion, refusal to accept 
help, and often some mental confusion. During the 10 
years since 1948 Court Orders under Section 47 of the 
Act were obtained in 47 cases in Edinburgh, in 43 of 
which admission was to a home for old people and in 
4to hospital. Only 2 of the persons concerned could be 
sufficiently rehabilitated to be able to return home, and 
21 have died; 36 of the group were aged 70 or more. 


In England and Wales the annual number of Court 
Orders made under the Act has risen from 169 in 1949 
to 280 in 1955. The answers to a questionary sent to the 
local authorities of 39 centres of population in the United 
Kingdom show that emergency orders have been used 
in an increasing proportion of cases since 1952. In con- 
trast to experience in Edinburgh, most of the authorities 
questioned found that slightly more than half of the 
persons removed required admission to hospitals. Of 
the remainder, only in 21 out of 249 cases could the 
person be discharged back home. Thus most people 
subjected to compulsory removal have ceased to be able 
to live independently, although in many cases such per- 
sons survive 5 years or more when under care. 

The author discusses whether the present powers, 
which are used reluctantly, should not be reinforced by 
power to introduce compulsory domestic help as a 
prophylactic measure and by wider powers of entry for 
cleanérs: Routine visits by health workers to all old 
people living alone, together with other measures for 
maintaining social contacts, are suggested as means of 
reducing the need for compulsory removal. 

J. N. Agate 


1211. Air Pollution and Other Local Factors in Respira- 
tory Disease 

A. S. FaIRBAIRN and D. D. Rew. British Journal of Pre- 
ventive and Social Medicine [Brit. J. prev. soc. Med.) 12, 
94-103, April, 1958. 3 figs., 12 refs. — 


A study of morbidity and mortality due to bronchitis 
and other respiratory diseases in different areas of the 
United Kingdom in relation to air pollution (as measured 
by fog frequency), population density, and domestic 
crowding is reported. The country was divided inte 
37 areas, these being ranked according to increasing 
fog frequency and divided into four groups of approxi- 
mately equal population. A study of mortality from 
respiratory diseases at ages 45 to 64 from 1948 to 1954 
in the 37 areas showed that for bronchitis there was a 
high degree of correlation with fog frequency, but not 
with the other two environmental factors. Mortality 
from pneumonia was significantly correlated with fog and 
population density in males, but not in females, mortality 
from pulmonary tuberculosis was significantly correlated 
with population density and overcrowding, but not with 
fog frequency, while mortality from cancer of the lung 
was correlated only with population density. 

For the morbidity studies records of absence from 
work or retirement due to respiratory disease during the 
same period in postmen and other civil servants through- 
out the country were analysed. The wastage due to 
bronchitis showed a significant correlation with the fog 
frequency, but the correlation between total sickness 
absence and fog frequency was not quite significant at 
the 5% level. Among postmen the attack rates for 
bronchitis in the four groups of areas showed a highly 
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significant increase on passing from the least foggy to 
the most foggy areas. Even as young adults postmen 
showed a higher incidence of bronchitis than other 
classes of civil servant and the difference increased with 
advancing age. Morbidity from pneumonia, colds and 
sore throats, and influenza were also studied, but only 
in the case of pneumonia was a similar clear-cut relation- 
ship with air pollution found. John Pemberton 


[The findings concerning morbidity and mortality from 
bronchitis among postmen have been further analysed in 
a second paper by the same authors (Lancet, 1958, 1, 
1147; Abstr. Wild Med., 1958, 24, 358).—Eprror.] 


1212. Atmospheric Pollution and Mortality in the County 
of London 

A. T. Gore and C. W. SHappick. British Journal of 
Preventive and Social Medicine [Brit. J. prev. soc. Med.] 
12, 104-113, April, 1958. 4 figs., 10 refs. 


In 1954, 7 automatic samplers for measuring atmo- 
spheric pollution by smoke and sulphur dioxide were 
installed at recording stations in different London 
boroughs. During the next 2 years, 4 foggy periods 
occurred, such a period being defined arbitrarily as one 
in which the average daily reading from all 7 stations was 
in excess of 100 mg. of smoke per c.m. of air and 20 
parts of sulphur dioxide per 100 million parts of air on 
any of 2 days within a period of 7 consecutive days. 
Each of these episodes was associated with an increase in 
the daily number of deaths occurring in the areas in the 
vicinity of the recording stations. On two occasions, 
however, the number of deaths continued at the higher 
level at the end of the foggy period, while the minimum 
daily temperature fell below freezing point during all 
four. It is thus difficult to separate the effects on health 
of an increase in air pollution from those of a cold spell. 
It was concluded, however, that there is a critical level of 
air pollution, at approximately four times the winter 
average, above which a fog will cause marked immediate 
excess mortality. A study of the mortality rates in 
different areas in relation to the percentage of the 
population of each area born in London suggests that 
prolonged residence in London increases the risk of 
dying from respiratory disease, especially bronchitis. 

John Pemberton 


1213. Further Investigations of the Antigenic Activity of 
British Poliomyelitis Vaccine 

REPORTS TO THE MEDICAL RESEARCH COUNCIL. British 
Medical Journal [Brit. med. J.] 1, 1206-1209, May 24, 
1958. 3 figs., 3 refs. 


It had been previously shown (Brit. med. J., 1957, 2, 
1207; Abstr. Wid. Med., 1958, 23, 301) that a third dose 
of poliomyelitis vaccine 8 to 11 months after the primary 
immunization produced a substantial antibody response, 
and also that during this interval a decline in antibody 
level occurred in a number of children. As it seemed 
possible that a longer period between the primary 
and third doses would result in a higher proportion of 
subjects with low titres and less substantial responses, the 
present study was undertaken to determine the decline in 
antibody 18 months after primary immunization and the 
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response at this time to a third injection of vaccine. In 
the first part of the trial 21 children from the previous 
study who had originally had no antibodies to any of 
the three types of poliomyelitis virus were given a third 
dose of 1 ml. of vaccine 18 months after their second 
dose. At the time of giving the third dose 9 of these 
children were shown to have antibody titres to one 
type of virus which were higher than, or equal to, the 
corresponding titres recorded 2 to 3 weeks after the 
second dose of vaccine. It was shown that the remaining 
12 children produced to all three components of the vac- 
cine substantial antibody responses which were similar 
to those produced by children who received their third 
dose 8 to 11 months after primary immunization. The 
decline in antibody levels during the 18-month period 
between the primary and third doses was least in the case 
of Type-2 virus, ** and this type gave the best response to 
the third dose”. The 9 children who were excluded 
from analysis because of high titres and the possibility of 
further infection after their primary immunization also 
showed substantial increases in titre after the third 
injection. 

In the second part of this study the serological response 
of older subjects to 2 doses of poliomyelitis vaccine was 
also studied in a group of 152 schoolboys, medical 
students, and laboratory workers ranging in age from 13 
to 50, all of whom had no antibodies to any of the three 
types of poliomyelitis virus before vaccination. Anti- 
body levels were tested 2 weeks after the second dose. 
Titres of 4 or greater were produced by all subjects to 
virus Types 2 and 3, and by all except 12to Type 1. The 
responses were very similar to those previously reported 
in children aged 1 to 9 years, although there was some 
indication that older individuals do not respond to Type-1 
virus as well as the younger group R. F. Jennison 


1214. Distribution and Significance of Asian and Other 
Influenza Antibodies in the Human Population 

M. R. HILLEMAN, F. J. FLATLEY, S. A. ANDERSON, M. L. 
LuECKING, and D. J. Levinson. New England Journal 
of Medicine [New Engl. J. Med.| 258, 969-974, May 15, 
1958. 5 figs., 20 refs. 


Samples of serum collected from 285 persons one to 
95 years of age before the Asian-influenza pandemic were 
assayed for presence and amount of hemagglutination- 
inhibitory antibody against prototype influenza strains 
that represent the swine, PR8, A’ and Asian families of 
influenza A, the FM1, Scandinavian °53 and Dutch °56 
subgroups of influenza A’ and the Lee, Bon and Great 
Lakes °54 families of influenza B. The distribution of 
antibody against these viruses was oriented in the various 
age groups to the particular family of virus that was pre- 
dominant during the early life of the donors. The high 
level of antibody against swine and PR8 families and 
against the FM1 and Scandinavian 53 subgroups of A’ 
was consistent with the nonexistence or nonoccurrence 
of these forms in the human population during the con- 
temporary period. The antibody level against the Dutch 
*56 subgroup was so low as to suggest that it, along 
with Asian influenza, will continue to cause significant 
illness in the future. The level of antibody against all 
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3 families of influenza B, including the contemporary 
strain, were so great as to suggest only sporadic illness 
or occurrence in small epidemics of influenza B in the 
near future. There was a striking deficiency of antibody 
against Asian influenza virus in the serums. However, 
apparent antibody in very low level was present in serums 
from persons more than 40 years of age. This seems to 
have resulted more from experience with a wide com- 
posite of influenza antigens, some of which are present 
in the Asian virus, than from prior infection with the 
Asian virus itself. The significance of the findings is 
discussed in detail.—[Authors’ summary.] 


1215. Bacteriological and Epidemiological Studies of 
Pulmonary Diseases Associated with Atypical Acid-fast 
Racilli 

A. V. Harpy, F. P. DunsBar, M. B. Jerreries, J. O. 
Bonp, and A. G. Lewis. American Journal of Public 
Health and the Nation’s Health [Amer. J. publ. Hith| 48, 
754-759, June, 1958. 1 ref. 


In a joint investigation carried out by the Florida State 
Poard of Health, Jacksonville, and the State Tuberculosis 
board during the period 1955-7 atypical acid-fast bacilli 
were isolated from 108 patients undergoing treatment for 
pulmonary tuberculosis (in 36 cases during the first year 
and in 72 in the second) constituting approximately 3°% of 
all patients in tuberculosis hospitals. Three types of 


a atypical strain were identified: (1) photochromogens, 
ad turning lemon-yellow when grown in the light but not in 
* darkness; (2) scotochromogens, developing a character- 
istic yellow-orange pigment when grown either in the 
* dark or in the light; and (3) non-photochromogens. 
r Of 75 strains from these cases, 5 were photochromogens, 
5° non-photochromogens, and 11 scotochromogens. 
Tests on 73 strains for drug resistance showed that only 
her 3 were sensitive to PAS, 5 to isoniazid, and 10 to strepto- 
mycin. The remainder were either highly or partially 
EB resistant. In tests for virulence all 73 strains failed to 
rnal produce generalized and progressive disease in guinea- 
15, pigs. Similar tests on mice with 56 strains showed that 
the 4 photochromogens were all pathogenic, as were 25 
- of the 47 non-photochromogens, but none of the 5 scoto- 
oe chromogens. Atypical acid-fast bacilli were found 
rhe. rarely in negro patients, and predominantly in males 
sink among the white patients. 
of Clinically 75°% of the patients suffered from moderately 
- or far advanced disease, and two-thirds had cavities in 
: ~ one or both lungs. The tuberculin skin test (P.P.D.) 
of negative in one-fifth of the patients tested. The 
re us | ™Ost striking clinical feature in all these cases was the 
ore lack of favourable response to standard drug therapy. 
high In the authors’ view atypical acid-fast bacilli are more 
oll common than scrutiny of the literature would suggest, and 
of A! are probably frequently missed in busy laboratories 
sendh devoted to routine diagnosis. Supplementary methods 
‘con ©! investigation are briefly described. J. Karlish 
Yutch 
along @ 1216. Henry Whitehead and Cholera in Broad Street 
S. P. W. CHAve. Medical History (Med. Hist.) 11, 


92-108, April, 1958. 
2c 


1 fig., 36 refs. 
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1217. The Prevalence of Pulmonary Tuberculosis in a 
Northern Transvaal Copper-mine Related to the Import- 
ance of Pre-employment Radiographs 

G. E. Datton. British Journal of Industrial Medicine 


_‘([Brit. J. industr. Med.] 15, 96-98, April, 1958. 2 refs. 


About 2,000 Africans and 250 whites are employed 
underground at a copper mine situated at Messina in the 
Northern Transvaal. The mine has been worked for 
50 years to depths up to 4,000 feet (1,200 m.). The 
mining consists in excavating large areas, and little work 
is done in narrow or confined spaces. Little water is 
encountered underground and temperature and humidity 
are not unduly high. Water sprays and atomizers 
control the dust satisfactorily. Between 1938 and 1952, 
156 patients suffering from pulmonary tuberculosis were 
admitted to the African hospitals from a total African 
labour force of 3,673, giving a prevalence of 4-2 per 
1,000 per annum. Compared with this, 94 under- 
ground workers developed the disease from a force of 
1,855—a rate of 5-1 per 1,000 perannum. In September, 
1953, when a mass radiography survey was carried out 
on 1,947. African underground workers, 49 were found 
to have clinically significant tuberculosis (25-2 per 1,000) 
and 33 silico-tuberculosis (16-9 per 1,000), and these 
patients were removed from the mine. Routine pre- 
employment chest radiography was then instituted, and 
between July, 1955, and June, 1956, 10 out of 2,432 
recruits (4-1 per 1,000) were rejected as suffering from 
pulmonary tuberculosis. The improvement resulting 
from these two actions was shown in a second mass radio- 
graphy survey in June, 1956, when underground African 
workers numbered 1,936. This revealed clinically signifi- 
cant tuberculosis in 7 (3-6 per 1,000) and silico-tuber- 
culosis in 2 (1-0 per 1,000). Kenneth M. A. Perry 


1218. Sensitization to Metallic Ions in Industrial Medi- 
cine. Allergy to Chromium Salts in Cement Dermatitis. 
(Sensibilisation aux ions métalliques et maladies pro- 
fessionnelles. Cas particulier de l’allergie aux sels de 
chrome dans la dermite du ciment) 

R. PAUTRIZEL, J. RIVASSEAU, and A. RIVASSEAU-COUTANT. 
Archives des maladies professionnelles, de médicine du 
travail et de sécurité sociale [Arch. Mal. prof.] 19, 109- 
120, March-April, 1958. 37 refs. 


In the causation of industrial disease chromium is one 
of the most aggressive of the metallic ions; it is the active 
agent in the dermatitis of workers in contact with cement, 
yet is present in cement only in minute traces. This 
paper from the Bordeaux Faculty of Medicine records an 
investigation into the aetiology of chrome sensitization 
which was divided into four parts. 

In the first place a successful attempt was made, the 
first ever recorded, at chrome desensitization. A 


_ cement worker had suffered for 14 years from a “‘ cement 


rash ’’, with oedema of the face, so severe that he was 
quite unable to finish a shift at work. He was treated 
over a period of 5 months by the application to the 
surface of the skin of solutions of potassium bichromate 
in gradually increasing concentrations. At the end of 
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this period he was completely desensitized to hexavalent 
chromium and could even tolerate the application to his 
skin of pure potassium bichromate in powder form. 
He resumed his former. work and has now been so .em- 
ployed for 2 years, without taking any precautions and 
without any return of his ailment. This provided inci- 
dental proof of the specific effect of hexavalent chromium 
in dermatitis due to contact with cement. 

The second part of the investigation was undertaken 
to test the authors’ theory that the antigenic factor in 
chrome sensitization consists of cell proteins which have 
been denatured by the action of the chromium ion. On 
incubation with a standard suspension of erythrocytes at 
37° C. for 45 minutes, potassium bichromate caused 
agglutination of the cells at a dilution of 1:300 and 
haemolysis at 1:400 to 1:600, while changes~in the 
shape of the cells occurred even at a concentration of 
10-6. Blood was then collected from a chrome-sensitized 
worker, haemolysed, centrifuged, and the deposit separ- 
ated and treated for 48 hours with 5°%% and 10% solutions 
of potassium bichromate at 37° C. The chrome was then 
got rid of by repeated washing and centrifugation and the 
final suspension of treated cell proteins applied to the 
worker’s skin. Within 20 minutes irritation and ery- 
thema had developed, whereas a control suspension of 
the same preparation which had not been treated with 
bichromate elicited no response in 48 hours. Similar 
results were obtained with preparation of keratin and of 
epidermal tissue exposed to bichromate solutions for 
varying periods and then applied to the skin of chrome- 
sensitized persons, the reaction being visible within 30 
minutes of the application. It is pointed out that when 
potassium bichromate itself is applied to the sensitized 
skin the reaction is first visible 24 hours later. 

In the third part of the investigation the possibility of 
group sensitization to the salts of the metals closely 
related to chromium—nickel, cobalt, and manganese— 
were studied. Some cement workers sensitive to chrome 
were found to be also sensitive to cobalt, a few to nickel, 
and some to manganese. This may not indicate group 
sensitization, however, as these three metals are present 
in trace amounts in cement. Cross-sensitization was 
also demonstrated in nickellers sensitized to the salts of 
nickel and in vineyard workers sensitized to potassium 
permanganate on testing with solutions of salts of the 
other 3 metals. A practical deduction from these find- 
ings is that potassium permanganate should never be 
used in the treatment of chrome dermatitis. 

Finally, the widely accepted thesis that the antigenicity 
of chromium is confined to its hexavalent form was 
tested. Contrary to this thesis, trivalent chrome salts 
were found not to be inert to the skin, but to be capable 
of evoking a mild reaction in persons sensitive to hexa- 
valent salts. Trivalent chrome salts are also present in 
cement. 

It is suggested that the different metallic ions present 
in cement, even in trace quantities, effect a denaturing of 
the skin proteins by analogous mechanisms, and that the 
antibodies formed in the presence of any one of these 
metals are capable of reacting with neighbour metals. 
Probably contact with cement induces both crossed and 
associated sensitization. M. A. Dobbin Crawford 
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1219. PAM (Pyridine-2-aldoxime Methiodide) Therapy 
for Alkylphosphate Poisoning 


T. Nampa and K. Hirakr. Journal of the American 


Medical Association [J. Amer. med. Ass.] 166, 1834-1839, 
April 12, 1958. 6 figs., 14 refs. 


From Okayama University Medical School, Japan, 
the authors describe 5 cases of alkylphosphate poisoning 
in farm workers who had been spraying fields with 
parathion. Rapid and complete relief of toxic symptoms 
followed the intravenous administration of 1 g. of 
pyridine-2-aldoxime methiodide either in a single dose 
or divided into smaller doses. This treatment com- 
pletely restored the true cholinesterase activity of the 
erythrocytes, but had little effect on the pseudocholin- 
esterase of the serum. It was found to be superior to 
atropine, and no undesirable side-effects were observed in 
this small series of cases. V. J. Woolley 


1220. The Toxicity of Titanium Tetrachloride. (K 
BOMpoOcy O TOKCHYHOCTH THTAaHa) 
E. A. Mev’nikova. [ueuena u Canumapua [Gig. i 
Sanit.] 23, 27-31, No. 5, May, 1958. 6 refs. 

Titanium tetrachloride is used in industry in the pro- 
duction of pure metallic titanium and several of its com- 
pounds. In the manufacture of the pure metal the tetra- 
chloride is heated under pressure with metallic sodium or 
potassium. It is prepared by chlorination of titanium 
dioxide and is then carried through pipes to the reactor 
in which the next stage of production is carried out and, 
being very corrosive, soon causes leaks in the pipes 
thereby polluting the working environment and creating a 
hazard to the operatives. 

The toxic action of titanium tetrachloride is deter- 
mined by its ability to undergo rapid hydrolysis to form 
orthotitanic acid and hydrochloric acid, and since these 
are produced under the conditions of the process as 
aerosols with a high dispersal rate, they readily cause 
damage to the deeper tissues of the lungs. Experiments 
on mice showed that hydrolysed titanium tetrachloride 
was more toxic than the equivalent aerosol of pure hydro- 
chloric acid, although its demonstrable irritative effect 
on the lung was less. The maximum permissible concen- 
tration of titanium tetrachloride in industrial premises 
should therefore be based on the quantity of hydrochloric 
acid produced in its hydrolysis; it should in any event be 
less than that for hydrochloric acid alone, though 
determination of the actual permissible concentration 
must await further experimental investigation. 

Basil Haigh 


1221. The Toxicology of Dimethylformamide. (K 
TOKCHKOJIOTHH 
K. P. Lopanova. ['ueuena u Canumapua [Gig. i Sanit.] 
23, 31-37, No. 5, May, 1958. 4 figs., 3 refs. 
Dimethylformamide, which is being increasingly used 
in the production of the synthetic fibre “ nitron”’, is 4 
compound which can cause both acute and chronic 
forms of poisoning, although its low vapour pressure in 
normal industrial conditions makes acute poisoning un- 
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likely. Prolonged exposure to small concentrations of 
dimethylformamide results in manifestations of chronic 
poisoning, the first signs of which appear in the higher 


Y nervous centres, manifested by changes in the conditioned 
* reflexes and disturbance of interneuronal connexions in 
9 the cerebral cortex. 
; Although its power to penetrate the undamaged skin 
is limited, administration of the compound by mouth, | 
n, inhalation, or subcutaneous injection causes a general 
ng acute poisoning, of which the main features are narcosis 
th ond irritation of the mucous membranes of the eyes and 
ns te upper respiratory tract. In large doses, by its action 
of en the vascular system, it causes multiple haemorrhages 
Se and necrosis of the liver and kidneys. In view of the 
m- physical, chemical, and toxic properties of dimethyl- 
he formamide it is considered advisable, as a provisional 
in- measure, that the maximum permissible concentration of 
to this substance in the working atmosphere should not 
Lin exceed 0-05 mg. per litre of air. Basil Haigh 
y 
(K 1222. The Treatment of Exposure to Thorium and. 
1a) Lranium with a Chelating Agent and Supportive Measures 
W. N. Younc and H. A. Tesprockx. Industrial Medicine 
aid Surgery [Industr. Med. Surg.] 27, 229-232, May, 
1958. 2 figs., 9 refs. 
ot The treatment of persons exposed to thorium and 
2 uranium with a chelating agent is discussed with refer- 
pat ence to 4 men who were severely injured (one later 
sont dying) by the explosion of a large quantity of thorium 
ctoe dioxide and a small amount of uranium dioxide at an 
id in justrial plant in New York City. The injuries sus- 
ipes tained included shock, second- and third-degree burns, a 
nga sucking wound of the chest, head injury, haemopneumo- 
thorax, crush injury of the left brachial plexus, lacera- 
snort tions of the thigh, and compound fractures of the arm 
form bones. 
need As it seemed likely that the 4 men had received thorium 
3 at and uranium into their bodies by injection, inhalation, 
uss and ingestion chelate therapy was begun immediately 
enti with sodium calciumedetate, which combines with ions 
ori of the heavy metals to form chelates Which are water- 
ydro- soluble and are virtually undissociated in solution. This 
effect was administered intravenously, because of the severity 
ncent of the burns and shock and for speed of application, in a 
mises dosage of 1 g. in 500 ml. of 5°%% glucose in water twice 
sloria daily, treatment being interrupted after 5 days and 
nt be resumed after a rest period of one week in the most 
ough severe cases. Although one of the patients developed 
-ation tetany, this was not due to sodium calciumedetate, but 
occurred as a terminal event in a patient in nutritional 
Ligh and parathyroid failure. Supportive measures included 
the standard treatment for burns, blood transfusion, 
. (K § antibiotic therapy, and maintenance of normal blood 
chemistry. 
Sanit.] As uranium and thorium are primarily emitters of 
« rays their depth of penetration was not below the 
y used unbroken skin and the material which covered the 
y ie skin after the explosion was not considered to be 
hronic biologically harmful. Uranium and thorium dust on 
ee i the skin surface was removed by washing with soap and 
ng un- water. There were no side-effects from the use of the 
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chelating agent, and the results of subsequent laboratory 
studies of the blood indicated that there had been no 
radiation effect in any of these cases. R. G. Meyer 


1223. Tropical Hazards Associated with the Use of 
Pentachlorophenol 

J. A. MENON. British Medical Journal [Brit. med. J.] 
1, 1156-1158, May 17, 1958. 10 refs. 


Pentachlorophenol (“‘ santophen 20”) or its sodium 
salt sodium pentachlorophenate (“* santobrite ’’) is used 
widely as a disinfectant, fungicide, and wood preserva- 
tive. Although this substance has until recent years been 
regarded as relatively non-toxic, animal experiments 
from 1938 onwards have revealed toxic effects in the 
form of hyperthermia and a raised metabolic rate; similar 
symptoms in human beings, accompanied by profuse 
sweating and in some cases culminating in fatal coma, 
have been reported from France, Australia, and Japan, 
while the occurrence of peripheral neuritis has been 
reported from Germany. 

In this paper from Sarawak, where pentachlorophenol 
is used in a 1:5°%% or 2% solution for dipping wood to 
prevent sap-stain, 9 fatal cases occurring among timber 
workers within a period of 18 months are described. In 
all these cases the characteristic feature was the rapidity 
with which death followed the onset of symptoms—in 
6 cases within 9 hours and in 2 others within 16 hours. 
The period of exposure was also extremely short, being 
in one case only 3 days and in none longer than 30 days. 
In the one case described in detail the initial symptoms 
were malaise, weakness of the legs, vomiting, and fre- 
quency of micturition. In all cases the development of 
the intoxication was characterized by hyperthermia 
(reaching 108° F. (42-2° C.) in one case), gross dyspnoea, 
and prolific sweating; some of the patients complained 
of moderate abdominal pain. Coma followed rapidly, 
and death was preceded by severe terminal spasms. 
Urine analysis, carried out in 3 cases, showed the presence 
of pentachlorophenol in one only, but in that the level 
was high—160 p.p.m. Post-mortem examination 
showed no diagnostic lesions, but in 3 of the cases in 
which oral contamination was suspected gastritis was 
present, and in 2 in which absorption was probably by 
inhalation there was congestion and oedema of the lungs. 

Symptomatic treatment, consisting in sponging and 
fanning to combat the hyperpyrexia and intravenous 
infusion of glucose-saline to replace the electrolyte and 
carbohydrate loss resulting from the raised basal meta- 
bolic rate, was unsatisfactory. In discussion it is sug- 
gested that local factors, such as the humid tropical 
climate, unsuitable clothing, unhygienic habits, and in- 
adequate diet (mainly rice), and possibly some racial 
susceptibility (all the patients were Dyaks), may have had 
an augmenting influence on the severity of the intoxica-. 
tion. Preventive measures, consisting in prohibition of 
employment of natives on the dipping tank, a 14-day 
rotation of work, enforced wearing of protective clothing, 
and maintenance of the strength of the solution of penta- 
chlorophenol at a maximum of 2%, have since been 
instituted, and no further deaths or serious cases of 
intoxication have occurred. Ethel Browning 


1224. Clinical Aspects of Susceptibility to Methyl- 
pentynol 

E. Mariey and A. A. BARTHOLOMEW. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.| 21, 129-140, May, 1958. 5 figs., 
bibliography. 


The authors, writing from the Bethlem Royal and 
Maudsley Hospitals, London, report a study of the 
response to methylpentynol in 54 subjects (30 females and 
24 males), 18 of whom were healthy volunteers and the 
remaining 36 patients with anxiety or tension states. A 
** base line of individual reaction ’’ was obtained by the 
administration of an inert substance 4 times daily for 5 
days, and then 0-5 g. of methylpentynol in identical cap- 
sules was substituted for the placebo and given for a 
further 5 days. Neither the patients nor the nursing 
staff were aware that inert capsules had been given. An 
electroencephalogram was recorded before and after the 
period of administration of methylpentynol, and each 
subject was interviewed daily and examined for abnormal 
reactions. 

Of the 54 subjects, 22 showed no reaction to the drug, 
whereas 15 had “ minimal” and 17 ‘* maximal” toxic 
reactions. A “‘ minimal” reaction consisted in nystag- 
mus On conjugate lateral gaze and slight unsteadiness of 
gait or drowsiness, with alteration of mood. The 
physical signs of a “‘ maximal” toxic reaction included 
suffusion of the conjunctivae, alteration in pupil size 
(most commonly dilatation of both pupils), sluggish 
pupillary reaction to light, blunting of the corneal reflex 
(in association invariably with reduction in facial muscle 
tone and usually with bilateral ptosis), diplopia, nystag- 
mus, speech disorders, lingual tremors, tremors of the 
hands, ataxic gait, intention tremor, dysdiadochokinesis, 
reduction in limb tone, a positive reaction to the Rom- 
berg test, and reduction in the deep reflexes. In addition 
there were mental changes which included euphoria, 
mild elation, drowsiness, depression, aggressiveness, im- 
pairment of memory, illusions, feelings of unreality, and 
impairment of attention and concentration. There was 
no disorientation, though some subjects showed altera- 
tions in body image and subjective time experience. 
Those patients who responded badly to methylpentynol 
showed a falling-off in their performance of the digit test, 
the difference between the mean score obtained both for 
digits forwards and digits backwards in the control 
period and that obtained during administration of the 
drug being greater for the group reacting more severely. 
This group also showed impaired performance in the 
serial sevens test and required longer to perform the test 
while taking the drug, while in the subjects who reacted 
minimally performance of the test was satisfactory, but 
the time taken to complete it was prolonged. Electro- 
encephalographic changes were seen regularly in associa- 
tion with severe toxic reactions, and usually consisted 
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in activity of increased voltage at 22 to 26 c.p.s. over the 
frontal and central regions. A reducing substance was 
noted in the urine of some subjects and in one case an 
urticarial rash appeared. In most cases the toxic effects 
developed between the 3rd and Sth days of methyl- 
pentynol administration. Three patients showed with- 
drawal effects, which were severe in one case. 

The authors comment on the similarity between these 
toxic effects and those produced by alcohol. They 
contend that methylpentynol accumulates in the body 
and that a dose of 2 g. daily is excessive for long-term 
sedation. P.T. Main 


1225. Experimental Salicylate Poisoning: Observations 
on the Effects of Carbonic Anhydrase Inhibitor and 
Bicarbonate 

S. A. KAPLAN and F. T. peL CARMEN. Pediatrics [Pedia- 
trics] 21, 762-770, May, 1958. 29 refs. 


There is no generally agreed treatment of salicylate 
poisoning, and in the absence of a satisfactory antidote 
efforts are usually made in such cases to increase the 
excretion of salicylates through the kidney, after the 
usual immediate measures, such as gastric lavage, have 
been taken. In this paper from the State University of 
New York Downstate Medical Center the authors report 
the results of administration of “ diamox”’ (acetazola- 
mide) and sodium bicarbonate on the renal excretion of 
salicylates in dogs and describe experimental studies of 
the toxicity of salicylate in rats. 

They conclude that while acetazolamide increases the 
excretion of salicylates [largely, it would seem, because 
of the increased output of urine] it is not as effective as 
sodium bicarbonate and should not be used clinically for 
this purpose. They point out that the observed increased 
renal excretion of salicylate after administration of aceta- 
zolamide is accompanied by a reduction in the ability of 
the kidney to deal with metabolic acidosis. Acetazola- 
mide increased the mortality among rats given salicylate 
in toxic doses. Hi. B. Stoner 


1226. Heinz-body Anaemia Due to Salicylazosulphapyri- 
dine 

A. I. SpricGs, R. S. H. Grirritrn, and S. C. TRUE- 
Love. Lancet [Lancet] 1, 1039-1042, May 17, 1958. 
3 figs., 18 refs. 


Salicylazosulphapyridine (‘‘salazopyrin”; azulfi- 
dine’) has been used in the treatment of ulcerative 
colitis with beneficial effects, but it is known to cause 
certain undesirable side-effects. The present authors 
report, from the United Oxford Hospitals, the occurrence 
of toxic anaemia with Heinz-body formation in 4. cases 
out of a total of 32 patients treated with the drug. The 
case histories of 3 of these are briefly presented, the fourth 
being referred to in an addendum. The Heinz bodies in 
the erythrocytes were stained by supravital methods 
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with 0-5% methyl-violet in isotonic saline. The method 
is fully described. Withdrawal of salazopyrin was fol- 
iowed by an immediate fall in the Heinz-body count and 
an arrest of the haemolytic anaemia, the erythrocytes 
being clear of Heinz bodies after 11, 14, and 49 days in the 
5 cases respectively. The authors recommend that the 
»lood be examined regularly for Heinz bodies in all 
patients receiving salazopyrin and other sulphonamides. 
Norval Taylor 


‘227. Acute Glutethimide (Doriden) Poisoning. The 
Use of Bemegride (Megimide) and Hemodialysis 

(5. E. SCHREINER, L. B. BERMAN, R. KovaAcn, and H. A. 
S3LOOMER. A.M.A. Archives of Internal Medicine 


‘A.M.A. Arch. intern. Med.| 101, 899-911, May, 1958. 
figs., 24 refs. 


Glutethimide (“doriden”; a-ethyl-a-phenylg!utari- 
inide) is widely used as a hypnotic and sedative, but al-. 
inough fatalities are known to have occurred from its 
use, few cases of poisoning with it are on record. It is 
poorly soluble in water, but readily soluble in alcohol 
ind acetone. On assimilation it is excreted in the bile, 
reabsorbed in the intestine, and finally excreted in the 
urine as a conjugate or metabolite. Bemegride’(‘‘ megi- 
mide” ; B-methyl-8-ethylglutarimide), although chemically 
smilar to glutethimide, has a stimulant action and 
has been given as an antidote in cases of barbiturate 
poisoning. 

In this paper from Georgetown University Medical 
Center, Washington, D.C., are reported 6 cases of severe 
poisoning by glutethimide, in all of which bemegride 
was used in treatment, while haemodialysis was also 
carried out in 3. Glutethimide was proved to be 
dialysable from the blood. One patient died, having 
taken 10 g. of glutethimide whose toxic effects were 
markedly intensified by the taking of alcohol. This 
e!fect of alcohol on the toxicity of glutethimide is prob- 
ably due to the insolubility of the drug in water and its 
ready solubility in alcohol; in one case an undissolved 
tablet of glutethimide was found in the stomach 69 hours 
after ingestion. 

From the experience gained in this series a guide to 
the clinical features and treatment of glutethimide poison- 
ing is formulated. (1) In mild cases, with a concentra- 
tion of glutethimide in the blood of 0-5 to 1 mg. per 100 
ml., the blood pressure is normal, the deep tendon 
reflexes are present, and the patient can be roused from 
coma by painful stimuli. Treatment is symptomatic 
and expectant. (2) With a moderate degree of intoxica- 
tion (blood level 1 to 3 mg. per 100 ml.) there is a fall in 
blood pressure, respiration is shallow or abdominal, the 
deep reflexes are absent or variable, with some plantar 
withdrawal (the most useful sign), and pain response and 
corneal reflex can be elicited. Treatment is by gastric 
lavage, which should be stopped at once if there be any 
irregularity in breathing or apnoea. Endotracheal suc- 
tion, oxygen, and pressor drugs may be useful. Cerebral 
oedema is a major threat, and care must be taken not to 
give excessive fluid. An infusion of 5°% dextrose in dis- 
tilled water should be given, and bemegride in dilute 
solution (5 mg. per ml.) injected into the tubing, 10 ml. 
being given over a period of 3 to 5 minutes and the dose 
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repeated as necessary at intervals of 10 to 15 minutes. 
The administration of the drug must be stopped at once 
on the appearance of any sign of clonus or impending 
convulsion. (3) In severe intoxication with glutethimide 
(blood level >3 mg. per 100 ml.) there is extreme hypo- 
tension, all reflexes are lost, and neither pain response 
nor plantar withdrawal can be obtained. In treatment 
the level of glutethimide in the blood should be deter- 
mined and bemegride given immediately as detailed 
above. Ifa total of 1,500 mg. of bemegride is insufficient 
to reduce the coma, if convulsions supervene, or if there 
is deterioration of the general condition, then haemo- 
dialysis should be undertaken without delay. It is sug- 
gested that in the one fatal case in this series the patient’s 
life might have been saved by means of haemodialysis 
had the necessary equipment been available. 

[The clinical progress of these cases is illustrated by 
very clear and informative tables, and there is a useful 
bibliography.] M. A. Dobbin Crawford 


1228. Fatal Barbiturate Poisoning. A Survey Based on 
Eighty-four Cases 

H. J. Wats. Journal of Forensic Medicine [J. forensic 
Meds} 5, 27-53, Jan.—March, 1958. 8 figs., 28 refs. 


The author reports, from the Home Office Forensic 
Science Laboratory, Bristol, his findings in 84 cases of 
fatal barbiturate poisoning. From the results, which are 
presented in a comprehensive 2-page table, it would 
appear that the highest tissue concentration of bar- 
biturate which can be reached before death stops further 
absorption is between 0-04 and 0-05°%% for long-acting 
barbiturates and about 0-03°%% for those with more rapid 
action. The average lethal dose was estimated to be 
about 10 g. for the long-acting barbiturates and about 
6 g. for the others, the minimum lethal dose being be- 
tween 1 and 2 g. The author also discusses the 
differences between the various barbiturates in regard to 
their distribution in the body and excretion in the urine. 
No correlation could be established between the amount 
of barbiturate ingested and the survival time because of 
the wide variation in individual susceptibility. 

H. B. Stoner 


1229. Effect of Methylphenidate Hydrochloride in An- 
tagonizing Barbiturate-induced Depression 
H. TicktTin, J. Epstein, J. G. SHea, and J. F. FAZzexkas. 


Neurology [Neurology (Minneap.)| 8, 267-271, April, 
1958. 11 refs. 


Methylphenidate hydrochloride (“ritalin’’) is an 
analeptic drug which has been reported to be of value in 
the treatment of barbiturate-induced depression. From 
the George Washington University Hospital and District 
of Columbia General Hospital, Washington, D.C., the 
authors report the results of its use in the treatment of 
11 patients admitted to hospital suffering from central 
nervous system depression following the self-administra- 
tion of large doses of barbiturates. Of these, 7 were 
deeply sedated on admission and responded to noxious 
stimuli only by purposeless movements, while the remain- 
ing 4 were in coma. All were given methylphenidate 
hydrochloride intravenously in doses ranging from 30 to 
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1,400 mg. The drug was successful in arousing 8 of the 
11 patients, the awakening being immediate and perma- 
nent. In the remaining 3 cases there was no significant 
response. 

In another study the authors noted the effect of ad- 
ministering intravenously to 9 convalescent subjects a 
dose of amylobarbitone sodium sufficient to produce a 
state of unconsciousness in which the patients responded 
only reflexly to noxious stimuli; the dose required 
varied from 250 to 1,700 mg. Cerebral function studies 
were carried out one-half to one hour later. Methyl- 
phenidate hydrochloride was then administered intra- 
venously in doses ranging from 100 to 1,000 mg. and the 
cerebral function studies, which included determination 
of cerebral blood flow, cerebral oxygen consumption, 
cerebral vascular resistance, mean arterial pressure, and 
the blood level of barbiturate, were repeated. Of these 
9 subjects, only one responded to methylphenidate 
hydrochloride by waking from the sleeping state. The 
cerebral function studies showed that after administra- 
tion of methylphenidate hydrochloride there was a 
significant reduction in cerebral blood flow, an increase in 
cerebral vascular resistance and mean arterial pressure, 
but no change in cerebral oxygen consumption. The 
authors are unable to explain the slight reduction in 
cerebral blood flow. The blood barbiturate levels 
ranged from 1-7 to 33-3 yg. per ml. between one-half and 
one hour after the administration of amylobarbitone and 
fell spontaneously by 0-7 to 4-5 zg. per ml. half an hour 
later. This effect could not be attributed to the methyl- 
phenidate hydrochloride administration, but is said 
probably to reflect the elimination of barbiturate. 

The authors conclude that methylphenidate hydro- 
chloride is effective in reversing moderate barbiturate 
depression, but has only limited therapeutic value in 
deep barbiturate sedation. P. T. Main 


1230. Nephrosis Due to Mercurial Diuretics 

J. Burston, E. M. Darmapy, and F. StRANACK. British 
Medical Journal [Brit. med. J.] 1, 1277-1279, May 31, 
1958. 2 figs., 12 refs. 


From the Portsmouth Area Pathological Service the 
authors report the case of a woman aged 69 who was 
admitted to hospital with 4 months’ history of pro- 
gressive cardiac failure and 2 months’ history of angina 
of effort. She was treated with weekly injections of 2 
ml. of the mercurial diuretic mersalyl, but after some 
weeks developed gross oedema and died 5 months later. 
Although at first her urine was free of albumin, during the 
2 weeks before her death the daily urinary protein excre- 
tion rose to between 11-5 and 35 g. 

The renal changes found at necropsy are described in 
detail. The ordinary histological techniques showed that 
although most of the glomeruli were normal some were 
shrunken and in some there was eosinophilic granular 
material in Bowman’s space. There was, however, 
prominent tubular damage in both the proximal and 
distal convoluted tubules, and microdissection of the 
nephrons confirmed the presence of tubular lesions 
which corresponded with those described in poisoning 
by mercuric chloride. There was no damage in the loop 


of Henle. It is considered that most of the renal damage 
must be attributed to the mercurial diuretic, and that the 
changes in both the glomeruli and tubules were concerned 
in the production of the nephrotic syndrome. It is sug- 
gested that increasing proteinuria in patients being 
treated with mercurial diuretics should be regarded as 
a warning that renal damage is occurring. 
Hi. B. Stoner 


1231. The Nephrotic Syndrome Complicating Mercurial 
Diuretic Therapy 

M. F. GARDNER, I. Beswick, and I. 
British Medical Journal (Brit. med. J.] 1, 1274-1277, May 
31, 1958. 1 fig., 10 refs. 


The authors report, from the Royal Free Hospital, 
London, 5 cases (3 fatal) in which nephrosis developed 
after the use of mercurial diuretics for the treatment of 
congestive cardiac failure. In the 3 patients who died 


histological examination of the kidneys showed marked 


tubular damage with essentially normal glomeruli, the 
tubular damage being most marked in the proximal 
tubules. Qualitative tests for mercury were performed 
on the kidneys from 2 of these cases and gave a strongly 
positive result in both. The authors attribute the renal 
lesions in these cases to the long-term use of mercurial 
diuretics and in a detailed discussion give their reasons 
for this conclusion. Emphasizing the importance of 
early recognition of the condition, they state that the 
most useful evidence of tubular damage is to be found in 
the persistence of albuminuria despite a satisfactory 
diuresis. H. B. Stoner 


1232. Alopecia following Treatment with Dextran Sul- 
phate and Other Anticoagulant Drugs 

G. R. TupHope, H. CoHEN, and R. W. MEIKLE. British 
Medical Journal (Brit. med. J.) 1, 1034-1037, May 3, 
1958. 3 figs., 31 refs. 


The authors describe, from the University of Sheffield, 
some of the complications observed in patients receiving 
various anticoagulant drugs, in particular dextran sul- 
phate. (1) This drug was given intravenously to 15 
patients in a dosage of 5,000 units at 8-hour intervals for 
24 hours, and in some cases thereafter at 12-hour or 24- 
hour intervals for 5 to 11 days, the smallest total dose 
being 90,000 units. (2) In a second group of 12 patients 
the dextran was replaced by an oral anticoagulant after 48 
hours. (3) The 60 patients in this group received no 
dextran, being treated with heparin and an oral anti- 
coagulant. 

Of the 15 patients in Group 1, 8 (including 3 women) 
developed severe alopecia; the loss of hair began 3 to 
8 weeks after the end of treatment, and regrowth did not 
begin until after a further 4 to 12 weeks, ending however 
in complete recovery. Other symptoms included ridging 
of the nails, a reduction in the blood platelet count, and 
severe diarrhoea in 2 patients who received total doses of 
140,000 and 185,000 units respectively. Of the 12 
patients in Group 2, who received less than 40,000 units 
in all, very slight loss of hair occurred in 2, while of the 
60 in Group 3, who received no dextran sulphate, there 
was slight loss of hair in 3. V. J. Woolley 
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1233. A Practical Method for the Anaesthetization of 
Mass Casualties. (Eine Narkosemethode, die auch in 
Katastrophensituationen gebraucht werden kann) 

H. Rusen, E. J. KNUDSEN, E. WINKEL, and A. HjortTu. 
Anaesthesist [Anaesthesist] 7, 161-163, June, 1958. 3 
figs., 3 refs. 


A simple type of anaesthetic equipment, suitable for 
use in times of civil or military emergency, is described. 
Air is used as the source of oxygen and electricity, gas 
cylinders, and volatile anaesthetics are dispensed with, 
intravenous anaesthetics only being employed. The 
equipment consists of a mask, a one-way valve, a self- 
expanding breathing bag, and a suction pump activated 
by the foot. After premedication with pentobarbitone, 
morphine, and scopolamine, thiopentone, pethidine, and 
curare are administered. The patient is intubated and 
the tube connected to the breathing bag. Controlled 
respiration is maintained throughout the operation, and 
atropine and neostigmine given at its conclusion. The 
patient is returned to the ward when he responds to his 
name and when the cough reflexes have returned, which 
‘s the case in practice 5 to 10 minutes after completion 
of the operation. 

This method has the disadvantage that the depth of 
anaesthesia cannot be readily assessed, but it is stated 
‘0 be very efficient in skilled hands. For the inexperi- 
enced anaesthetist the “‘ rag and bottle” method with 
ether is less dangerous. M. Maclean 


1234. A Simple Method of Anaesthesia for Broncho- 
scopy. (Eine einfache Narkosemethode fiir die Broncho- 
skopie) 

W. Gayer, G. PIOLINO, and W. HUGIN. Angesthesist 
| Anaesthesist] 7, 163-164, June, 1958. 1 fig., 1 ref. 


The authors describe the method of anaesthesia for 
oronchoscopy which they have employed in some 700 
cases at the Ear, Nose, and Throat Clinic of the Univer- 
sity of Basle. Pethidine and hyoscyamine are given as 
premedication one hour before operation. Anaesthesia 
is induced with 100 to 300 mg. of thiopentone and 50 to 
75 mg. of succinylcholine is given at the same time. 
Artificial respiration with air by means of the Oxford 
insufflating bellows is started, and when the patient has 
relaxed the larynx is sprayed with 4% lignocaine. The 
bronchoscope is introduced and connected to the bellows, 
a small hole in the connecting tube being occluded with 
the index finger during inspiration and released during 
expiration. Anaesthesia is maintained with doses of 
25 mg. of thiopentone, and 10 mg. succinylcholine is given 
when reflex activity develops. On retraction of the 
bronchoscope the lesions caused by biopsy are touched 
with local analgesic solution, secretions are aspirated, 
and the bifurcation and the trachea are sprayed with 
local analgesic. Respiration is assisted with the mask 
and bellows for as long for as necessary. a 
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It is claimed that this method is extremely safe even for 
the bad-risk patient and very efficient. The mortality 
in the authors’ series was nil and only 2 patients men- 
tioned spontaneously that they had been awake during 
part of the operation. The only difficulty is that of 
assessment of the dose of the barbiturate, in which 
guidance is given by the patient’s body weight, constitu- 
tion, and reaction to the initial dose. M. Maclean 


1235. The Ear Oximeter as a Circulatory Monitor. 
Preliminary Report 

S. Scuotz, S. S. BLoom, F. W. Hetmswortu, H. C. 
Dopce, and E. L. BirKMirRE. Anesthesiology [Anesthesi- 
ology] 19, 386-393, May-June, 1958. 5 figs., 7 refs. 


In studies of circulatory changes carried out at the 
Presbyterian Hospital, Philadelphia, on patients under 
light narcosis with nitrous oxide the authors made use 
of Wood’s absolute reading ear oximeter, which was 
modified so as to record the degree of arterial oxygen 
saturation from 84 to 100%. With this instrument the 
rate of arterio-capillary refilling can be measured, and as 
an example of its sensitivity curves are presented showing 
the improvement in cardiac function as shown by the 
oxygen saturation level before and after mitral com- 
missurotomy. Another tracing shows a wavy pattern 
which suggested the presence of an intermittent obstruc- 
tion to the flow of blood into or out of the heart; this 
was confirmed by the finding of a floating clot in the left 
atrium. Other tracings provide evidence that the oxi- 
meter is a far more sensitive indicator of oxygen lack than 
the electroencephalogram, and that it may indicate 
changes in oxygen level as.much as 10 minutes before 
the latter does so. The instrument can also be modified 
to determine the arterial blood pressure in cases in which 
the ordinary method is difficult or impossible. 

The authors conclude that while individual readings 
with Wood’s oximeter may not be as accurate as those. 
obtained by gasometric determination, the instrument 
has the great virtue of simplicity, it enables many subtle 
circulatory changes to be detected earlier than do other 
methods, and in short it deserves more attention than 
it has so far received. W. Stanley Sykes 


1236. Ventilation and End-tidal Carbon Dioxide Ten- 
sion. A Study during Routine Anaesthesia 

J..F. Nunn. Anaesthesia [Anaesthesia] 13, 124-137, 
April, 1958, 6 figs., 17 refs. 


In this study, reported from the University of Birming- 
ham, the author measured simultaneously the pulmonary 
ventilation and the end-tidal pCO, in 35 patients during 
anaesthesia for surgical operations. The patients were 
anaesthetized with thiopentone—nitrous-oxide—pethidine, 
with relaxants as required, and a cuffed tube was em- 
ployed in all cases. Some of the patients were allowed 
to breathe spontaneously with either a non-rebreathing 
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system or circle absorption, in others respiration was 
manually controlled, using circle absorption, while in a 
third group respiration was controlled by means of a 
Coxeter—Mushin circle system. Ventilation was mea- 
sured by continuous-flow spirometry, and samples of 
end-tidal air were analysed colorimetrically. 

In the patients who were breathing spontaneously the 
mean minute volume was 4-16 litres and the mean pCO? 
was 46:3 mm. Hg. The patients whose respiration was 
controlled in a true circle system had a mean minute 
volume of 9-13 litres and a mean pCO of 24-1 mm. Hg. 
In the third group the mean minute volume was 14-08 
litres and the mean pCO, 31:5 mm. Hg. Over the range 
of pCO» covered by the study, both with spontaneous 
and with artificial ventilation, the author — that the 
following equation applied: 


End-tidal pCO,— 85 


(minute volume per sq. metre)0-75_ 
Mark Swerdlow 


1237. Intravenous Lignocaine Anaesthesia 

S. G. pe C.iive-Lowe, J. DesMonD, and J. Nort. 
Anaesthesia [Anaesthesia] 13, 138-146, April, 1958. 2 
figs., 12 refs. 


From the Guildford Group of Hospitals, Surrey, the 
authors report the results of the use of lignocaine solution 
given by intermittent intravenous injection as asupplement 
to thiopentone—nitrous-oxide—oxygen anaesthesia in 338 
out of 400 cases in which this technique was employed. 
After conventional premedication anaesthesia was induced 
with thiopentone followed by nitrous-oxide—oxygen (5:2); 
gallamine or succinylcholine was given as required. An 
initial dose of 3 ml. of 2% lignocaine solution was 
injected into a vein on the dorsum of the hand at induc- 
tion of anaesthesia, this being followed by 2 ml. of the 
same solution every 5 minutes during the first hour of 
anaesthesia; during the second hour the dose was reduced 
to 1 ml. of the 2° solution every 5 minutes. It is not 
desirable that the total dose of lignocaine should exceed 
500 mg. in 1 hour or 750 mg. in 2 hours, and further 
reduction of the dosage was made in more prolonged 
operations. Occasionally a little trichlorethylene was 
added. If hypotensive drugs were being employed it 
was essential to reduce the dosage of lignocaine. 

In the 338 cases analysed 61°% of the patients had post- 
operative analgesia lasting 8 or more hours. Nausea 
and vomiting occurred postoperatively in 165% of 
patients, but there were no postoperative chest complica- 
tions. The authors conclude that in experienced hands 
the method is a safe one, but that it calls for constant 
vigilance. Mark Swerdlow 


1238. Steroid (Presuren) Basal Narcosis 
E. LANDAU. Anaesthesia [Anaesthesia] 13, 147-151, 
April, 1958. 21 refs. 


The author reports the use of hydroxydione sodium 
succinate (“* presuren ’’) as the basal anaesthetic agent in 
120 patients undergoing a variety of operations at St. 
George’s Hospital, London. The drug was administered 
as a 25% solution in normal saline warmed to about 
100° F. (37-8° C.) and injected into a large antecubital 


vein in about 50 seconds, the usual dose being 6 to 8 mg. 
per lb. (13-2 to 17-6 mg. per kg.) body weight. Anaes- 
thesia was maintained with nitrous-oxide-oxygen and 
pethidine or dipipanone intravenously; muscle relaxants 
were given as required. Some degree of hypotension 
frequently occurred and in 17 cases there was tachy- 
cardia, which was marked in 3. In 12 cases the patient 
complained of pain or discomfort at the site of injection, 
and 2 developed painful phlebitis. The author considers 
that hydroxydione sodium succinate has a longer and 
more sustained action than has thiopentone and that this 
facilitates maintenance of anaesthesia. He remarks 
especially on the lack of respiratory depression and on 
the good postoperative condition of the patients. 
Mark Swerdlow 


1239. Ventricular Tachycardia during Halothane Anaes- 
thesia 

R. A. Mitrar, R. G. B. GILBert, and G. F. BRINDLE. 
Anaesthesia [Anaesthesia] 13, 164-172, April, 1958. 15 
figs., 22 refs. 


From McGill University, Montreal, the authors report 
3 cases of ventricular tachycardia during halothane 
anaesthesia. The first, which has been reported in detail 
elsewhere (Canad. Anaesth. Soc. J., 1957, 4, 265) showed 
ventricular arrhythmia which could be initiated or 
stopped at will by recommencing or discontinuing halo- 
thane administration. In the second patient anaesthesia 
was induced with thiopentone and maintained with 0-5 to 
1°% halothane and nitrous-oxide—oxygen in a semi-open 
circuit. Infiltration of the scalp with 1 in 1,500 cincho- 
caine and adrenaline was followed by a marked increase 
in the plasma adrenaline concentration. Bigeminal ven- 
tricular extrasystoles made their appearance, these pro- 
gressing to ventricular tachycardia which later reverted 
to bigeminal ventricular rhythm; 48 minutes after the 
infiltration sinus rhythm was re-established. 

In the third case anaesthesia was induced and main- 
tained with halothane alone administered from the ether 
vaporizer of Marrett’s apparatus. After a prolonged 
period of anaesthesia of varying depth a burst of extra- 
systoles suddenly appeared, followed by multifocal 
ventricular tachycardia of 2 minutes’ duration. Oxygen 
(100°%%) was administered and the respiration assisted, 
and thereafter anaesthesia was uneventful. The authors 
discuss the findings in the light of other comparable 
studies. Mark Swerdlow 


1240. Meperidine— in Anesthesia. Study 
of Usefulness of Such Mixtures in Supplementation of 
Nitrous Oxide—Oxygen Thiopental Anesthesia 

B. R. Marcoutius and E. R. Kepes. American Journal 
of Surgery [Amer. J. Surg.] 95, 167-152, May, 1958. 
8 refs. 


A study was carried out on 400 unselected patients 
undergoing operations at Montefiore Hospital, New 
York, under nitrous-oxide—oxygen-thiopentone anaes- 
thesia supplemented by pethidine (meperidine) and leval- 
lorphan, with the aim of determining the optimum dosage 
ratio of the last two drugs. The patients were divided 
into four equal groups (Series I toIV). After premedica- 
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tion, 90 minutes before operation, with 50 to 100 mg. of 
pethidine, 0-3 to 0-4 mg. of atropine or scopolamine, and 
50 to 100 mg. of quinalbarbitone (‘‘ seconal”’), 25 to 
250 mg. of thiopentone was given for induction. Anaes- 
thesia was maintained with a 70% nitrous-oxide—30% 
oxygen mixture and an intravenous drip infusion con- 
taining pethidine alone (Series I) or pethidine and leval- 
lorphan mixtures in the ratios 100:1 (Series II), 100:1-5 
(Series IID,.or 100:2 (Series IV) administered. For the 
latter purpose a 5°% dextrose solution was used, 500 ml. 
of which contained 500 mg. of pethidine together with 
the appropriate amount of levallorphan. 

It was found that the largest average dose of both thio- 
pentone and pethidine required was in Series IV. On 
the other hand respiratory depression was much more 
marked in Series I than in the other series, in which the 
different dosages of levallorphan afforded much the same 
degree of protection. The findings in the four groups 
were similar in respect of pulse rate, blood pressure, post- 
operative reactivity and reflexes, and incidence of nausea 
and vomiting. 

The authors conclude that the optimum dosage ratio 
‘or pethidine-levallorphan mixtures in supplementing 
nitrous-oxide—oxygen—thiopentone anaesthesia is 100:1. 

M. Maclean 


i241. Sodium Thiopentone Suppositories in Paediatric 
Anaesthesia 

L. ALADJEMOFF, I. KAPLAN, and T.GeEsTESH. Anaesthesia 
| Anaesthesia] 13, 152-156, April, 1958. 14 refs. 


Pre-anaesthetic sedation of children is a problem of 
importance, especially in young patients undergoing a 


series of operative procedures The authors have there- 
fore investigated, at the Rothschild Hadassah University 
Hospital, Jerusalem, the usefulness of suppositories of 
sodium thiopentone in cocoa-butter. Children weighing 
from 6 to 12 kg. received 0-25 g. of thiopentone in a 
suppository and those weighing 12 to 25 kg. one of 0-5 g. 
if general anaesthesia was to be employed, while if the 
operation was to be performed under local or basal 
anaesthesia alone the doses were 0-25 and 0:5 g. for chil- 
dren weighing 4 to 6 and 6 to 18 kg. respectively. The 
suppository was inserted 10 to 15 minutes before the 
child left the ward; in addition the usual conventional 
premedication with morphine or pethidine plus atropine 
or scopolamine (hyoscine) was given. 

The method has been tried in 516 unselected patients 
aged one to 11 years and the results have been considered 
very satisfactory in 487 out of 555 administrations. The 
children were drowsy or asleep on leaving the ward and 
induction of anaesthesia was smooth and rapid. In 
those given a general anaesthetic there was no delay in 
recovery of consciousness. Mark Swerdlow 


1242. Trials of Perphenazine in the Prevention of Post- 
operative Vomiting 

C. F. Scurr and D. S. Rosse. British Medical Journal 
(Brit. med. J.] 1, 922-923, April 19, 1958. 4 refs. 


This communication -from the Westminster Hospital, 
London, describes a clinical trial of a new compound, 
perphenazine (1-(2-hydroxyethyl)-4-[3-(2-chloro-10- 
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phenothiazinyl)-propyl]-piperazine), whose anti-emetic 
activity has been shown to be 24 times that of chlorpro- 
mazine when tested against apomorphine-induced vomit- 
ing in dogs. Animal experiments suggested that its side- 
effects, such as delayed postoperative recovery, hypo- 
tension, dizziness, vasodilatation, and pain at the site of 
injection, were less marked than those of chlorpromazine, 
while the authors found that promethazine led to un- 
desirable prolongation of the recovery period. The 
preparation for injection either intramuscularly or intra- 
venously contained 5 mg. per ml. with a pH of 5-9, and 
pain at the site of injection was absent. 

Of 200 consecutive patients undergoing various opera- 
tions, alternate patients received 5 mg. of perphenazine 
intramuscularly into the right thigh at the end of opera- 
tion, the remainder serving as controls. In these two 
groups, which were similar in regard to age, sex, and pre- 
medication, the different anaesthetic agents used had no 
significant effect on the vomiting rate. Of the 100 
patients treated with perphenazine, only 7 vomited within 
the trial period, that is, the first 6 postoperative hours, 
whereas of the 100 controls, 21 vomited; although the 
controls included a greater number of patients under- 
going intra-abdominal operations, the difference between 
the groups was still significant when these were excluded 
from analysis. The mean recovery time in those receiv- 
ing perphenazine, however, was 26:73-+-3-69 minutes, 
compared with 17-32-26 minutes in the controls, a 
difference of 9-45+-4-33 minutes which the authors sug- 
gest is acceptable. 

No side-effects of the drug were observed. 

Raymond Vale 


1243. Heat Sterilization of Spinal Anesthetic Ampuls 
N. A. Geruicu, P. S. NICHOLEs, and C. M. BALLINGER. 
Anesthesiology [Anesthesiology] 19, 394-399, May-June, 
1958. 2 figs., 10 refs. 


Neurological complications resulting from spinal 
anaesthesia continue to be reported. At the University 
of Utah College of Medicine, Salt Lake City, experiments 
were carried out in order to determine the minimum 
time and temperature required to sterilize the outside of 
the ampoules used, and also to ascertain the extent of the 
resulting deterioration of the drugs inside them. The 
ampoules for testing were dipped in a broth culture of 
Bacillus subtilis and the excess allowed to drain off. 
Then after being autoclaved for varying periods of time 
cultures were prepared from them. Sample ampoules 
of heavy and light “* nupercaine ”’ (cinchocaine), “‘ ponto- 
caine ” (amethocaine), pontocaine—-dextrose, and adrena- 
line were heated to 120° C. for 15 minutes one to five 
times and their sterility then tested. 

It was found that the larger ampoules of liquid required 
longer exposures to heat to ensure sterility, but that 
exposure for 20 minutes produced sterility in every case. 
After being autoclaved five times there was no significant 
deterioration of the anaesthetic drugs, but there was a 
22% deterioration in the adrenaline. Caramelization, 
of the dextrose did not occur. Suggested methods of 
covering and storing sterilized ampoules are described. 

W. Stanley Sykes 
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1244. A Polarographic Study of Blood Proteins in Cancer 
Patients Before and After X-ray Treatment. (Ilonspo- 
rpaduyeckoe uccnemoBaHHe 6enKOB KpOBH 
paKoM Mocne peHTreHOBCKoro 

I. P. Mirev and M. S. HaRIzANovaA. Apxue 
[Arh. Patol.] 10, 17-21, No. 2, 1958. 8 refs. 


The authors describe, from the Pavlov Medical Insti- 
tute, Plovdiv, Bulgaria, a series of polarographic studies 
of the blood proteins in 58 patients with cancer of various 
organs and in 64 healthy control subjects before and after 
x-irradiation. They state that these have shown that 
the height of “the catalytic protein waves” reflects 
faithfully the clinical improvement in the condition of 
patients with cancer. Thus the amplitude of double 
protein catalytic waves “‘h”’, which is abnormally low 
in cases of cancer, was observed to rise parallel with the 
clinical improvement following irradiation, to remain 
low in those cases which did not respond to treatment, and 
to fall again when recurrence or deterioration took place 
following a period of improvement. A. Swan 


1245. Cortisone and the Treatment of Radiation Sickness 
R. Finney. Journal of the Faculty of Radiologists [J. 
Fac. Radiol. (Lond.)| 9, 68-79, April, 1958. 14 figs., 
20 refs. 


The author discusses the significance of radiation sick- 
ness and its possible aetiology. In an attempt to dis- 
cover the part played by the adrenal cortex in this syn- 
drome 32 patients being treated by radiotherapy for 
ankylosing spondylitis or osteoarthritis were investigated. 
They were divided in random fashion into two equal 
groups, one group receiving 150 mg. of cortisone daily and 
the other identical dummy tablets; the conditions of 
treatment were the same in both groups. Symptoms 
were carefully noted and blood counts recorded daily. 
It was found that although cortisone increased the latent 
period before symptoms of radiation sickness developed 
and diminished the severity of these symptoms, complete 
relief occurred in only 37:5°% of cases. From this the 
author concludes that “* lack of cortisone does not appear 
to be the immediate cause of radiation sickness, although 
undoubtedly significant modifying changes do occur after 
its administration ”’. E. Stanley Lee 


1246. Keloids and Their Treatment by Irradiation. (Le 
forme cheloidee ed il loro trattamento radioterapico) 

C. Dazzi and F. Borrt. Radioterapia, radiobiologia e 
fisica medica |Radioter. Radiobiol. Fis. med.] 13, 132-156, 
1958. 5 figs., bibliography. 


From the University of Parma the authors report the 
results in 49 cases of keloid seen during the period 
1945-55, all but one of which were treated by x-ray 


. therapy. For the thickest lesions 120 to 130 kV. was 


used at 30 to 40 cm. F.S.D. with 3 to 5 mm. Al filter; for 
large areas the factors were 60 to 70 kV., 1 to 3 mm. Al, 


Radiology 


394 


F.S.D. 15 to 25 cm., while for small lesions, especially 
on the head, short-distance therapy of the Chaoul type 
—60 kV., 0:2 mm. Cu, F.S.D. 3 to 5 cm.—was employed. 
The dosage was fractionated, 200 r. being given on 
alternate days to a total of 1,500 to 2,000 r. (for the highest 
voltage, 80 to 100 r. per dose up to a total of 800 
to 1,000 r.). The cycle was repeated after 45 to 60 
days, and later again as necessary up to a maximum of 
4 cycles, but treatment was discontinued if there was no 
response after the second or third cycle. 

Of the 49 patients, 24 were considered cured, 22 were 
improved, and 3 unchanged. Favourable factors were; 
(1) a physical as opposed to an inflammatory causation, 
in view of the regularity of the lesion in such a case; 
(2) small size of the keloid (less than 10 sq. cm.); (3) early 
treatment—that is, within 6 months of first appearance. 
Short-distance therapy gave the best results, partly 
because the lesions treated were smaller and partly 
because higher doses could be given with less damage 
to other tissues, protection of the eyes and gonads being 
ensured. No post-radiation effects were observed, apart 
from telangiectasis in 2 cases. If surgical excision is 
necessary it is recommended that it be followed by 
irradiation up to a total dose of 750 r. J. Walter 


1247. The Treatment of t Effusions with 
Radioactive Colloidal Gold (AU198). A Review of Sixty- 
six Cases 

S. H. SEAL, S. CROSIGNANI, G. VALVASSORI, J. J. NICKSON, 
and D. AGostINo. American Journal of Obstetrics and 
Gynecology [Amer. J. Obstet. Gynec.] 75, 1027-1033, 
May, 1958. 2 figs., 35 refs. 


In this paper from the Memorial Center for Cancer and 
Allied Diseases, New York, the authors review the results 
of the treatment of 66 cases of intracavitary effusion of 
malignant origin with radioactive colloidal gold (/98Au). 
[Unfortunately in discussing the physical characteristics of 
198Au they make the statement that the “ beta particles 
of 0-98 MeV. and a soft gamma ray of 0-41 MeV., allow 
for a uniform dose to the first few millimeters of the 
exposed serosal surface”. This is most inaccurate; 
the decrease in depth-dose for 198Au is extremely rapid 
and at a depth of 1 mm. the dose is less than 10°% of the 
surface dose.] The technique of introducing the 198Au 
was that of Rose et al. (New Engl. J. Med., 1952, 247, 
663; Abstr. Wid Med., 1953, 13, 437) [but no details are 
given]. The main indication for treatment was the 
formation of fluid in the peritoneal or pleural cavity 
requiring frequent aspiration. Of the 111 patients 
treated, 59 had intrapleural and 52 intraperitoneal 
effusion; of these, 16 in each group were lost to follow- 
up, while 4 patients in each group survived less than one 
month after treatment and were excluded from the study, 
as were 5 patients treated prophylactically. The remain- 
ing 66 cases are reviewed. — 
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The intraperitoneal doses ranged from 150 to 225 mc. 
and the intrapleural doses from 75 to 110 mc., the gold 
colloid being diluted with a volume of 200 to 250 ml. 
of isotonic saline. During the first hour after injection 
the patient was moved into different positions in order to 
distribute the 198Au throughout the serous cavity and the 
distribution was surveyed by a shielded Geiger—Miiller 
counter. 
subsequent necrosis was observed. On the basis of 
inhibition of further fluid formation “ good palliation ” 
was obtained in 42 (63-6°%) of the patients and “‘ moder- 
ate palliation’ in 14 (21-:2%), while the remaining 10 
patients did not receive any benefit. Thus 84% of 
patients in this series were considered to have benefited 
.o some extent from this method of treatment, while 70°% 
experienced relief from subjective symptoms. [It is 
zenerally accepted that approximately 50% of patients 
benefit from this form of treatment.] 

Norman Mackay 
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1248. Two New Encephalographic Signs of Pressure 
| lydrocephalus 

M. M. Scuecuter, J. W. D. BuLt, and P. Carey. 
British Journal of Radiology (Brit. J. Radiol.) 31, 317- 
225, June, 1958. 19 figs., 10 refs. 


Attention is drawn to two hitherto undescribed appear- 
ances which may be seen in the encephalogram in certain 
cases of pressure hydrocephalus, namely, (1) abnormally 
large and well filled sulci corporis callosi and cingulate 


sulci, and (2) dilatation of a portion of the cisterna am- 
biens. Four cases of pressure hydrocephalus (due in 2 
to a posterior fossa tumour and in 2 to aqueduct stenosis) 
seen at the National Hospital, Queen Square, London, are 
described. In all 4 the sulci corporis callosi were con- 
siderably enlarged and in one the cingulate sulci were un- 
usually wide. In 2 cases an unusual air shadow was seen, 
situated just lateral to the midline and close to the 
posterior end of the third ventricle; the authors believe 
that this air was situated in a dilated portion of the wing 
of the cisterna ambiens. In a review of 100 normal 
encephalograms and 100 encephalograms showing signs 
of cerebral atrophy no case was found in which the 
dilatation of the sulci and cistern was so great. A search 
of the literature revealed 4 cases, one of posterior fossa 
meningioma and 3 of acoustic neuroma, in which the 
encephalographic appearances resembled those in the 
authors’ cases. In all 4 the sulci corporis callosi were 
markedly dilated and in one the pathological cisterna 
ambiens shadow was present; the original authors did 
not comment on the significance of these appearances. 

The shadow due to dilatation of the wing of the cisterna 
ambiens must be differentiated from that due to a cyst 
of the cavum vergae, to herniation or rupture of the 
lateral ventricles, or to a grossly displaced fourth ventricle. 
The dilatation of the sulci caused by pressure hydro- 
cephalus might easily be misinterpreted as being due to 
cerebral atrophy; it is important to recognize, therefore, 
that in the former condition the degree of filling is 
greater than is ever found in the latter. 


No evidence of local over-irradiation and > 
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The explanation of the signs in these cases is difficult, 
since one would expect the cisterna ambiens and sulci 
to be obliterated rather than dilated by raised intra- 
cranial tension. The possibility is suggested that in the 
early stages of growth of the tumours recurrent inter- 
mittent obstruction may have resulted in some degree of 
atrophy before the full development of the hydrocephalus. 

Michael C. Winter 


1249. Studies of Esophageal Varices Before and After 
Portacaval Shunts 

J. A. Evans and M. A. Payne. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
—_ J. Roentgenol.} 79, 760-767, May, 1958. 7 figs., 
1 ref. 


The radiological demonstration of oesophageal varices 
requires much time and patience and a barium paste of 
moderate consistency—about 4 oz. (124 g.) of barium 
sulphate to 8 oz. (237 ml.) of water is recommended. 
The earliest sign is the replacement of the sharply defined 
linear mucosal folds by a shallow waviness; the spaces 
between the folds are enlarged and there may be a general 
loss of definition resulting in a mottled appearance. 
Polypoid radiotranslucent filling defects may appear as 
a laté sign. In some cases in which only gastric varices 
are obvious the oesophagus may be passed as normal 
and the diagnosis missed unless the stomach is examined. 

At the New York Hospital varices were demonstrated 
in 53 out of 57 patients with portal hypertension before 
undergoing a portacaval shunt operation. In 2 of the 4 
cases in which no varices were shown the preoperative 
portal pressure was well below 30 cm. of water. After 
operation varices were demonstrable only in 5 of the 54 
patients who were reinvestigated: in 2 of these 5 there 
was further bleeding after the operation and in a third 
there was little reduction of the portal pressure. From 
the results in this series, which are presented in graphic 
form, it is concluded that the changes in radiological 
findings correlate well with those in portal pressure; 
they also correlate with the clinical course and warn the 
clinician of the danger of impending haemorrhage. _ 

Denys Jennings 


1250. Restrosternal Pneumomediastinography as a 
Method of Radiological Diagnosis of Intrathoracic 
Tumours. (SarpyquHHaaA 
KaK Me€TOM 

Z. A. Gezencyev and G. N. Nixitina. Aaunuyecxaa 
Meduyuna [Klin. Med. (Mosk.)] 36, 54-58, No. 4, April, 
1958. 5 figs. 


The authors describe a method of pneumomediastino- 
graphy which they have found of great value in the diag- 
nosis of intrathoracic tumours. The induction of local 
anaesthesia by retrosternal injection is followed by 
infiltration of the anterior and posterior mediastina 
with oxygen, some 400 to 800 ml. of the gas being used. 
This approach, which is safe and technically simple, 
gives a clear picture of the condition of the anterior and 
posterior mediastina. The oxygen is absorbed fairly 
slowly, for even after 24 hours the greater part is still in 


the mediastinum. The procedure causes a feeling of 
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retrosternal pressure which is sometimes painful, and 
also hoarseness of the voice, but these effects soon pass 
off. If the posterior mediastinum is to be examined the 
patient should lie prone for 2 to 3 hours after the infiltra- 
tion before the radiographs or tomograms are taken. 
The method has so far been employed in 50 cases—22 
of cancer of the oesophagus, 9 of malignant growth in 
the cardio-oesophageal region, 14 of lung cancer, 3 of 
benign lung tumour, and 2 of mediastinal tumour. The 
procedure is most effective when combined with tomo- 
graphy, and in this way the outlines of the trachea, 
heart, aorta, and the other great vessels are clearly defined. 
In 46 out of the 50 cases the information obtained was 
more complete than that gained by the usual radiological 
methods, particularly in regard to the precise site of 
the tumour, the state of the surrounding tissues, and the 
presence of metastases or enlarged lymph nodes, thus 
providing useful evidence regarding the possibility of 
operative removal and valuable help in deciding the 
best method of treatment. L. Firman-Edwards 


1251. Angiocardiography as an Aid to Identification of 
Nonresectable Pulmonary Carcinomas 

S. M. WyMAN and E. W. Wirkins. Journal of Thoracic 
Surgery [J. thorac. Surg.| 35, 452-460, April, 1958. 
4 figs., 5 refs. 


Complete extirpation of a carcinoma in the lung is 
obviously impossible when the tumour or its local 
metastases lie in intimate contact with vital intrathoracic 
structures, of which the chief are the heart and great 
vessels. Working at Massachusetts General Hospital 
(Harvard Medical School), Boston, the authors have 
examined the angiocardiograms obtained from 23 patients 
with bronchial carcinoma in an attempt to assess the 
accuracy of this procedure in determining the operability 
of such lesions. In all cases the findings were compared 
with those later revealed at operation. This showed that 
of 13 cases considered inoperable on angiocardiographic 
grounds, 11 were found so at thoracotomy. 

The principal abnormalities which were of value in 
predicting inoperability were occlusion or severe narrow- 
ing (1) of the left pulmonary artery within 1-5 cm. of its 
origin, (2) of the branches of the right pulmonary artery 
to the upper or lower lobes within 1-0 cm. distal to the 
bifurcation, (3) of the innominate veins or the superior 
vena cava, and (4) involvement of the major pulmonary 
veins or the left auricle. The interpretation of the angio- 
cardiograms is discussed in some detail. 

D. E. Fletcher 


1252. Face-on Demonstration of Ulcers in the Upper 
Stomach in a Dependent Position ; 
R. Scuatzki and J. E. Gary. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 


|Amer. J. Roentgenol.| 79, 772-780, May, 1958. 
5 refs. 


Many high gastric ulcers which cannot be demonstrated 
radiologically in profile can be demonstrated en face. 
A small amount of barium is given and the prone patient 
then rotated with the table tilted back at various angles, 
the manceuvre finally being repeated with the table 


12 figs., 


horizontal. In this way gravity first fills the crater with 
barium and then drains away the surplus. Sometimes 
the presence of air helps by producing double-contrast 
films, and sometimes it is a hindrance. 

Denys Jennings 


1253. The Vaterian and Peri-vaterian Segments in Peptic 
Ulcer 

H. G. Jacosson, J. H. SHAPIRO, D. PISANO, and M. H. 
PopreL. American Journal of Roentgenology, Radium 
Therapy, and Nuclear Medicine [Amer. J. Roentgenol.| 79, 
793-798, May, 1958. 10 figs., 5 refs. 


From the examination of an unstated number of 
‘** anatomical specimens” the authors find the average 
normal dimensions of the major papilla of the ampulla 
of Vater to be: length 1-5 cm. (range 0-1 to 3 cm.), 
width 0-5 cm. (range 0-1 to 1:2 cm.), and height 0-5 cm. 
(range 0-1 to 1-2 cm.). [It is not stated whether the 
specimens were obtained post mortem, and if so what 
allowance was made for any effects on the measure- 
ments of post-mortem digestion and loss of turgescence.] 
In a series of 500 barium-meal examinations carried out 
at Montefiore Hospital (New York University College of 
Medicine), New York, the major papilla was identified 
in 244 instances and its average measurements [appar- 
ently without correction for x-ray magnification] were 
found to be identical with the above figures. 

The size of the papilla was then determined radio- 
logically in 30 patients with duodenal, and one with a 
gastric ulcer. The average length was 2:4 cm. and the 
width 1-1 cm., the differences from the normal figures 
being stated to be highly significant (P<0-0001). [The 
standard deviation is not given in respect of any of the 
measurements.] The enlargement in these cases was 
considered to be part of the commonly associated general 
inflammation of the descending duodenum. The charac- 
teristics of enlargement of the papilla from other causes 
are mentioned: that due to malignant disease is local- 
ized and irregular; the enlargement resulting from an 
impacted calculus is associated with inflammation limited 
to the immediate neighbourhood of the papilla; and in 
pancreatitis or neoplasm of the pancreas the whole 
duodenal loop tends to be enlarged or displaced. 

Denys Jennings 


1254. A Technique for Filling Part Two of the Duo- 
denum with Particular Reference to the Improvement in 
Roentgenographic Demonstration of Post-bulbar Ulcers 
S. W. NELSON. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.| 79, 799-806, May, 1958. 5 figs., 9 refs. 


Lesions of the duodenum can sometimes be demon- 
strated on barium-meal examination only if the duodenal 
loop is obstructed by a compression pad over the third 
part—that is, by an eccentric pad which avoids com- 
pression over the actual lesion. 

[This technique was certainly taught in Germany and 
Sweden in 1935 and probably goes back to the 1920’s or 
earlier. It is so simple and so important that it is difficult 
to understand how it gets forgotten and has to be 
rediscovered.] Denys Jennings 
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